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Abbreviation or special Explanation

term

; >4

BMI Body mass index S

CACT Childhood Asthma Control Tast r'i::_‘a

CAR Censoring at random §

Ch Concomitant medications hﬂ}

DAE Deefinition of adverse event leading to disconftinuation of 'Lm'estigmi_ﬁﬁ product
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eCRF Electronic case report form Qu

eDiary Electronic diary 5§J

-of- ; N

EOs End-of-study 2

FAS Full analysis set {%

FEW) Forced expiratory volume in 1 second {‘b

GINA Global Initiative for Asthma ~

] . D"
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ICs Inhaled corticosteroid {:JO. Q"rq

P Investigational pmdu{}:} ) §
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. * % .
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FR }:‘\E‘) Pulse rate

o

pm %'2? As needad

SABA '?.J\J Short/rapid-acting [2-adrenoreceptor agonist

SAFE r\:\:‘] Serious adverse event

SC&&'QV Systemic corticosteroids

Study Data Tabulation Model

@;‘,

Screening visit

TBL

Total bilimbin

CONFIDENTIAL AND PROPRIETARY

Sof 51



Q,
Yoy,
o,wﬂﬁ
g o %
=8 X0
<5 “%
S 7
s %
Y,
o)
YO
%
Y
27N
.\ﬂ
A
%
Yo
%
.Q.mu
Yoy
O,W.Q
lﬂUNU nWN@
9 <%,
Q/W 0@
XS, e
e S, o
g |5 & oy,
B .m ()
g &
= m“ \.__..Q.mu
rm.. (= R,\_D
_ %
g m G.w
z )
g =
L
35 |f B |z
g/ =]
mm Z &8

9of81

CONFIDENTIAL AND PROPRIETARY



Statistical Analysis Plan Avillion S
'4\\‘,

AV003 2.0 30/07/2021 (’P
] N
AMENDMENT HISTORY Q‘Q
s
Date Brief description of change ‘C?
30JULY2021 Added the COVID-19 estimand. K‘-’S’

8)

Added supportive analysis to the primary endpoint where the onset of a CO\H@%
related adverse event or dose interrmuption are considered in the censoring ruIQ?"
t\-
+
Added supportive statistics to describe the annualise dose of systemic @Jmstermds
O
: . S N
Added subgroup summaries of compliance with maintenance th@ny.
"G
N4
-h{h
L~
Amended the list of AEs associated with local and #ﬂ: ICS effects which were
deemed not appropriate following the physician r% (section 4.5.2.5).
")

w0

Detailed methodology for handling duplicate patients.

CONFIDENTIAL AND PROPRIETARY 10 of 81



Statistical Analysis Plan
AV003 2.0

1. STUDY DETAILS

1.1
1.1.1

Study objectives

Primary objective

Avillion
30/07/2021

X
O
&

&

Primary Objective:

O

Primary endpoint:

To evaluate the gfficacy of budesonide/albuterol
metered-dose inhaler (BDA MDI) 80/180 pg and
1607180 ug administered pra in response to
symptoms compared to albuterol metered-dose
inhaler (A5 MDI) 180 ug

Time to first severe asthma exacerbation Q‘a
@
@

o

. @Q

1.1.2

Secondary objective

O
,t\\
-l{b

S

Secondary Objective:

. sl
Secondary endpomt.ﬂ{\

To characterize the effect af BDA MDI 80/180 ug
and 160/180 ug administered prn in response to
symptoms compared to AS MDI 180 ug

s Severe exacerb@?;n rate (annualized)

¢ Total syste 5% corticosteroid exposure over the
irghtme riod

. hm@anﬁﬂ! Questionnaire-3 (4C0-3) change
a&%seﬁne and responder analysis at Week 24

4 Q @lma Quality of Life Questionnaire for 12 years
&Q q’_‘hnd older (AQLQO+12)/Pediatric Asthma Quality af
?(;) d'\\ Life Questionnairve (FAQLQ) change from baseline

fQ %‘"\\ and responder analysis at Week 24
&3
O
ecti Ny
1.1.3 Safety objective Nlia
Safety Objective: ‘_(\Q? Safety endpoints:

To evaluate the safety and fai'embiﬂs;; af BDA
MDI 80180 pg and 160/180 yg@m‘nfsrered pra

s Adverse events (AE) /serious adverse events (SAE)

*  Tital signs

TS;ﬁP onse fo symptoms co ed fo A5 MDI *  Clinical chemistry and hematology parameters
HE
GQQ *  FElectrocardiogram (ECG)
=]
9
O
%Er
E}G
Q
o
L
2
@0
ko
.
@cz-
&
O
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1.1.4 Exploratory objective Q‘Q
s
Exploratory Objective: Exploratory Endpoints: iy
\J
To characterize the effect of BDA MDI 807180 ug r

and 1604180 pg administered prm in response to
symptoms compared to AS MDI |80 ug

*  ACQ-J change from baseline and responder analysig
at Week 12 )

*  Asthma Confrel Questionnaire-3 change _ﬁ'ﬂrrpD{\
baseline and responder (3-factor) analysis at-Week
12 and Week 24 @Q

o  AQLO+12/FPAQLQ change from baséte and

9

s Deteriorations of asthma [’annmt?md rate and fime
to first deterioration) ‘?

*  Change from baseline in p@mnchodﬂafar forced

nd at Week 12 and Week

responder analysis at Week 12

expiratory volume in 1
24 L
*  Morning and evergg‘geak expiratary flow
*  LUse of investigaffenal product (reliever therapy)
s+  Asthma dayfi S ight-time symptoms
g\u‘a Iﬁ:dﬁmnﬁnuaﬁan ar change in
n%@ ce therapy

. (:Hsrhma Control Test (ACT) or Childhood Asthma
Q @rro! Test (C ACT) change firom baseline and

&
& {ﬁ.mmder analysis at Week 24
C} N y

6\ Perceniage aof ‘as needed - free days

?- -
QS) S‘v\i Percentage of symptom-free days
Q" QQ} *  Percentage of asthma contrel days
{§ *  Inhaled corticosteroid exposure over the treatment
-r.\t‘@ period

Y

1.2 Study deg{gﬁ
This 15 a randomized,
study with a treatmen
1s to compare 2 dnﬁ?

e-blind, multicenter, parallel-group. vaniable-length, event-driven
1od of at least 24 weeks for each subject. The purpose of this study
of BDA MDI with AS MDI on the time to first severe asthma

exacerbation in @lt, adolescent, and pediatric subjects with moderate to severe asthma as
defined by tha:ﬁ‘lnhal Imtiative for Asthma (GINA). Subjects will administer randomized

mvestigatiopal product (IP) as needed (pm) in response to asthma symptoms. See Figure 1 for

a graphi
8)
'S

resentation of the study schema and Table 1 for a list of study assessments.

Sub%ﬂ}ls attending screening (Visit 1) will enter a 14- to 28-day screening and run-in peniod.
Tk screening period may be extended to a maximum of 9 weeks for subjects who have a

v@vere asthma exacerbation after Visit 1. Subjects may consent for the study 1n advance of

@Q'Visit 1 and 1f required, request for medical records to support evidence of prior exacerbations

S
bDD
]
,Q@

CONFIDENTIAL AND PROPRIETARY
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oy
without triggenng the 28-day screeming peniod. Screened subjects will continue to take their 'Q;Q\
v

regular asthma maintenance therapy throughout the study (from screening [Visit 1/1a, as
applicable] through the treatment period). At Visit 1, eligible subjects will discontinue their C?
usual pm mhaled product used for symptom relief and begin Sponsor-provided Ventolin tod;g?
used pm in response to symptoms or prior to exercise during the screening period only. QD
Subjects will be asked to turn in their own inhaled reliever products to the imrest:igatiuﬁ sites
for storage until the individual subject last study visit. Eligible subjects will be ran{ﬁzed at
Visit 2. or

o
At randomization (Visit 2), adult and adolescent subjects (aged =12 years) vgo meet the
eligibility criteria will be randomly assigned to 1 of the following 3 t:reatg:qght groups i a
1:1:1 ratio as reliever therapy on top of usual care. Children aged 4 to lﬁears will be

randomized in a 1:1 ratio only to the lower BDA MDI dosage or AS @I:

3

« BDA MDI 80/180 pg (given as 2 actuations of BDA MDI 4@“){) ug per puff) prn
« BDA MDI 160/180 pg (given as 2 actuations of BDA B@SD@D ug per puff) pm

s  ASMDI 180 pg (given as 2 actuations of AS I\in 9[\{@ per puff) prn

OQ Q

X
The maximum daily dosage of IP should not ?puffs per day. Subjects will be
recommended not to take more than 8 p (@' and advised to contact the investigator 1f
their symptoms necessitate more than 8 6@! day.

The maximum daily dosage 1s 12 pﬁ?ﬁ@I 480/1080 pg or 960/1080 pg, or AS MDI
1080 pg). In order to ensure safety mpnitor daily treatment status. all subjects will be
provided with an electronic diary (e]%‘ﬁ:ry AM3 device). The eDiary transfers data every 24
hours across a range of asthma s m scores and drug usage (1e, number of puffs mhaled)
to assess a subject’s asthma statf8: Subjects will use the eDiary for reporting daily use of IP
and any symptoms. If sympt@s and/or daily dosage exceed a protocol-specified threshold,
the eDiary will generate ﬁlert to the subject and the mnvestigational site. In this way, daily

IP usage will be mom closely by the investigators and medical monitors to assess any
worsening of subject cggtus Action will be taken where clinically indicated.
O
t\-
O

The study wi@'zc’.nsist of 3 periods:

@
. Scra@ng peniod (14 to 28 days) except where a severe exacerbation event occurs during
theScreening period. and this may be extended to a maximum of 9 weeks. (Subjects may
\gﬁnsent for the study in advance of Visit 1 and if required, request for medical records to

\-@' support evidence of prior exacerbations without triggering the 28-day screening period.)
~
@

&
&
S

e
~N
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* Treatment period of at least 24 weeks. The study treatment period will continne 'QQ
(extension phase) until the requared 570 first severe exacerbation events, as defined per v
protocol, have been reached and the last adult subject has completed 24 weeks of C?
treatment, which will be defined as the primary completion date (PCD). Not all pediatrim})
subjects will have 24 weeks of treatment at time of PCD. 5“

— In the event 570 events are captured before the last adult patient has had 24 wa@s of
treatment, all subjects on treatment for >24 weeks will have their end-of- st?(EDS)
visit at their next scheduled clinic visit. All subjects on treatment for < 24;@&&]{5 will
continue until 24 weeks at which point they will complete their EOS Vg‘l@

— In the event 570 events will be captured after the last subject has h@ﬂﬂt weeks of
treatment, each subject will return to complete the EOQS visit at tl}@ next scheduled
clinic visit -h‘b
»  Safety follow-up period: where a safety follow-up telephone c ct will occur 2 weeks

(x4 days) after the subject’s EOS wvisit or premature dlsconng\lﬂhﬂn visit (PDV),
whichever occurs first

{\
N
The study will be completed when the last subject cozgpleted his/her post study follow-up
telephone contact. Subjects who discontinue w1 a PDV_ and AEs/SAEs will be
followed up if medically indicated. O N
Q 0
&N
Y. AP
&
N
L v

O

Q

@

'\
(o
&<
S
o
&
)
QQ
)
&
O
O
&'21
E}\)
Q
o
&
\)59
&
H\-
~
@
£
O
b@
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o
Figure 1 Study design {i\

R
&
. _ © 3momyvisits Followwp &
sV R We Wil W4 until study closare O o D

| [ L

Teaatment Phass

e Viintmm 24 wesks IR
BDAMDI 160/180 ug (givenas 2 mﬂm&\\p{\
MDI 80/50ug per actuation)PRN - {b
Runin BEDAMDI 80/180zg (given as 2 actuations of
SABA FRN MDI 40/90uz per actwation) PRN
AS MDI 180 ug (given a1 2 actuations L
per actuation) PRN &
Backeround maintenancs
Stabls mad to hish dosa IC8 or low to hish T ‘without another contraller's
A N N=approvimately 1000 per treatment arm
LR
O R
Abbreviations: AS MDI=albuterol metered-dose jnhalm’,@)ﬁ@&khndesunidefa]hnteml metered-dose inhaler;
ICS=inhaled corticosteroid; L ABA=long-acting 2 MNEnumber; PRN=as needed; B=randomization;
SABA=short-acting j2-adrenoreceptor agonist; S e wisit; W=week
ko
S
& @
: \Q@b
&
o
&
&
g
&
O
R
O
&
O
>
%'Z?
'2?
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1.3 Number of subjects 0{?

A sample size of 1000 adult and adolescent subjects per treatment group and observation 0§%
o

the 570 first severe exacerbation events provides this study with 87% power to observe
reduction in the risk of severe exacerbation with at least 1 dose of BDA MDI versus ASMDI
assuming the Hochberg procedure (Hochberg, 1988) for multiple testing and a 2-s1
significance level of 5%. &

o

In addition, up to 100 subjects in the 4-to-11 year age group with moderate @severe asthma

will be randomized with approximately 50 subjects randomized to the AS{@DI group and

30 subjects randomized to the low dose BDA MDI group only. 4:5‘

Y

1.4 Primary outcome analysis r§
£

Primary outcome database lock (pDBL) will commence once domized adults (=18

years) have attended their EOS wisit at the PCD. The analys@f primary, secondary,

exploratory and safety objectives will include all da&up{@%e pDBL, which may include

data for children and adolescents (4 to 17 years) g{) a@tﬂl on-going in the tnial and have

not yet completed the 24-week treatment period_ ) Q-Q}

Q 0
A final data base lock will occur after the %‘?ﬂce all children and adolescents have
completed the EOS visit and safety foll 1;6‘\\

X
Patient level listings for children a:éﬂo@enm who were on-goimng at the pDBL will be
reported at the final database lock. Nu\ cacy analyses will be conducted on data collected
following the pDBL. \@"

| e
All data collected will be avm.laﬁ in the SDTM datasets.

&
2. ANALYSIS gﬁ’rs
o

2.1 Deﬁnﬁn of analysis sets

)
2.1.1 Full aq@l}'sis set

The full analyss t%:»:1: (FAS) 15 defined as all subjects who are randomized to treatment and take

any amount oPIP. Subjects will be analyzed according to the treatment they were assigned at
randomi Additionally, data suspected to be fraudulent will be reviewed on a case-by-
case ba@ and may lead to exclusion from the full analysis set. Such exclusions will be fully
d{rg?ented (see Section 2.2) and all data will be readily available in the SDTM and ADaM
d@sets_
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For primary, secondary and exploratory efficacy analyses. a subpopulation of the FAS 'QQ
v

including patients aged 12 years and older will be used to make comparisons between BDA <
160/180 vs AS MDI 180. Further details are provided in Section 5. \)CJ
&

The efficacy and attributable estimand will include all data obtained before subjects ES\
discontinue randomized treatment and/or before a change 1n mamntenance therapy for lagh of
asthma control. The effectiveness estimand will utilize all observed data prior to [P ‘-'Z!Q
discontinuation regardless of whether subjects expenience a change in mamten—c%é ?ﬂfﬂpy for
lack of asthma control. The de facto estimand will utilize all observed data, i g post-IP
discontinuation data, regardless of a change 1n maintenance therapy. '
'-'QO

"G
_h‘b
The safety analysis set 1s defined as all subjects recerving any amo f the IP. Subjects will
be classified on the basis of treatment they actually received. If a ‘éétit receives more than 1
IP. he or she will be summanzed according to the treatment nect recerved the most. All
safety summanes will be based on the safety analysis set. 1onally, data suspected to be
fraudulent will be reviewed on a case-by-case basis ;fld m\g@' lead to exclusion from the safety

analysis set. Such exclusions will be fully doc d @e Section 2.2) and all data will be
readily available in the SDTM and ADaM datage}s. D

2.1.2 Safety analysis set

Q ©
213 All patients enrolled &Q/_ 4"_‘?
!
The all patients enrolled population wi @ne»d as all patients who provide informed
consent. This patient population wi&_ u@ for descriptive summaries of disposition.

2.2 Violations and ﬂﬂ@%ﬂﬂﬁ
4)
Important protocol deviations m%& listed and summarized by randomized treatment group.

A per-protocol analysis excludipg subjects with significant protocol deviations 1s not planned.
However, any subjects or gﬁactivity identified or suspected to be fraudulent (e g. subjects are
enrolled in this clinical suiiy more than once or another interventional clinical study, subjects
re-enrolling into the s or fabricated data) may be excluded from the analysis populations
defined in Section 2%. Such instances will be reviewed on a case-by-case basis and fully
documented by @ ponsor prior to unblinding.

@

All subjects wffo failed any inclusion/exclusion criteria and were subsequently randomized
into stud E’]l be listed along with details of the failed criteria. This information will also be

ed in terms of the number and percentage of subjects failing any of the
iw:l:)@mfexclusion criteria and will be based on the FAS.

portant protocol deviations (IPDs) are defined as a subset of protocol deviations that may
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sigmificantly affect a subject's nghts, safety, or well-being. All protocol deviations classified 'Q;Q\
v

as important will be listed along with the full deviation term and coded term as collected in the
Protocol Deviations CRF page. The important deviations will be summanzed in terms of the \)C?
number and percentage of subjects meeting the pre-defined protocol deviation coded term aq_"'g
defined in the Protocol Deviations CRF page. Important protocol deviations will be idm@) d

by the sponsor prior to the primary database lock and unblinding of the study results. @
mdication on whether protocol deviations are linked to COVID-19 will be recorde{@ the

eCRF. Incidence of COVID-19 related protocol deviations will be also smnmanzg"f
L

&)
Any miss-stratified patients will be identified as important protocol deviationgs All patients
who are randomized and are part of the full analysis set will be analyzed_a‘vs&urding to the
strata they were allocated to in IVRS/TWES, as opposed to thewr acmaljéx\ata_

Y
i
3. DEMOGRAPHY AND SUBJECT CHA_ROQ%TERISTICS
VARIABLES (’;E’b
3.1 D hi QJk N
emographics
S8
The following demographic charactenistics “6 e::ted at Screening
s Sex (:'} C‘-’ib
X &
e Ethnicity S F
& %‘3”
e Race E‘:‘.}Q

W
Additionally, age will be colle t randomization. The age group strata will be denved
based on the age at randm:mza% and will be categonized as

¢ Children: > 4 - < 12*5‘631'5

* Adolescents: -23?2 = 18 years

. Ad:.ﬂts:éﬁ years
Region wil]éh??:ategnrized into the 2-level factor used for randomization and will be collected
on the el@*omc case report form (eCRF).

"'\f%ﬂgmn 1: North America, Western Europe, and South Africa

* Region 2: Rest of world
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Vital signs collected at screening will include height, weight and body mass index (BMI). 'Q;Q\
v

Height will be further collected at additional visits for patients < 18 years of age as per Table <«
1. BMI will be re-derived based on the collected height and weight measurements recorded at \)CJ

screening to allow greater precision compared to the BMI collected on the eCRF, which wm_

recorded to 0 decimal places. {“
- O
=
BMI will be calculated as [weight (kg)]*[height (m)]>. E?Cg
>
.
3.2 Medical, asthma and smoking history d“@

Medical (including surgical), asthma (including exacerbations) and smok:iqg:?ktory will be
recorded on the eCRF at Visit 1. Medical history will be categonized into ﬁt and current
medical history. Current medical history will be defined as a cond:ition&t&t 15 either classified

as on-going, or ending after the date of randomization. &
v
Additionally. the time since diagnosis of asthma (years) will be é‘lculated as
S
{Date of randomization (Visit 2) - Date of diagnosis of asthy +j‘ )/365.25.
A

The day of most recent severe exacerbation will @z]@ated as

Date of randomization (Visit 2) — Date of m@e@?s&vm& exacerbation prior to screening

+1.
& dé‘f
Partial dates for the above calculatio@l@é handled as per section 4.1.8.

The number of severe exacerbations u:(& last 12 months (1, =1) will be collected on the

N
4. PRIMARY ANDG%CDNDARY VARIABLES

4.1 General I‘@ﬁnmuns

41.1 Definition @%asﬂme

In general, the last nfazsurement(s) prior to and including the date of randomization will serve
as the baseline ngﬁmement for endpomnts described below.

For eDhary V@hles recorded daily by the subject, baseline will be calculated as the average
result over@e last 10 days of the run-in penod, prior to randomization. See section 4.1.6 for
the dm'("\@l:lon of daily scores from the eDiary.

A_ggte:mative derivations will be described in the relevant section for the given endpoint.

H\-
@Q
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4.1.2 Absolute change from baseline Q‘Q
Absolute change from baseline outcome variables 1s computed as a::b
)
(post-randomization value — baseline value). 5\%

If erther the post-randomization value or the baseline value 1s missing, then the ahsolu@q
change from baseline value will also be set to missing. ‘-'Z!Q
&

X

4.1.3 Reversibility 3

Reversibility percentage will be computed as ) OQ
Ny
O

Reversibility (%) = ([Post FEV}-Pre FEV]/Pre FEVY) = 100. &
-5

Pre- and post-bronchodilator FEV) measurements will be t:aptllred(ﬁ;}!]jn the MasterScope.

L
4.1.4 Study day calculation QD
Study day will represent the number of days since random ; QUT.'I. to study treatment of an
observation and will be calculated as: Y =
X &
Pre — randomization study day = Dnt{e) Eﬂ sment — Date of randomization
O
Q
Post = randomization study day = D&&ﬁf@sessm&m = Date of randomization + 1
L
O
4.1.5  Visit windowing '~ F
The following visit windows will bﬁsp@;@d to the scheduled study visits collected:
£
L]
'\
Visit rget Day Adjusted
& windows for analyses (days):
U
QD
Baseline (Week 0) \)Q 1 1!
&
Week 4 b‘g 29 22 =36 (=1 week)
,,.g:zr
Week 8 -z? 57 50— 64 (=1 week)
Q
Week d@” 85 71—199 (=2 weeks)
&
'@?sz; 169 148 — 190 (3 weeks)
&
@
£
O
E)D
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X
R
Visit Target Day Adjusted EJQ\
windows for analyses (days): ,;33
S
Week 36 253 232 =274 (£3 weeks) O
;;}D
Week <36 + x> 253 + Tx + 3 weeks @Q
@
End of Study NA NA —End of study @ill be defined as the

last scheduled cligi visit prior to study
termination. ‘SL\

,t\\
_h‘b
=y
! Baseline will be calculated as specified i section 4.1.1. >
L
O
? Visits in the extension phase will be scheduled every 12 weeks ‘Week 36 until the PCD. The
value x represents the number of weeks from week 36 to each visfin the extension phase (e.g. the first

visit of the extension phase 15 Week 48; x = 12). A S
Q‘Q
Scheduled assessments relating to a planned cli& 1$%¥ will be assigned an appropriate

scheduled visit from the VISIT module. If mégk t@ one scheduled visit occurs within the
window, then the visit closest to the targ %v@ be flagged for analysis. If there are two (or
more) visits equidistant to the target da eﬂj‘ﬁe earlier of the scheduled assessment will be
used 1n analysis. Unscheduled visits e windowed to a scheduled assessment and will
not be summanzed descriptively iﬂ%m&gies grouped by visit. For the purposes of visit
windowing, the PDV/EOS wvisit will EQ.'QEﬂnsidered for visit windowing to scheduled
assessments 1n the randomized treﬁent penod and extension phase.

The elhary variables Cﬂll&ﬂbd‘gljf will not be windowed to an analysis visit and analyses of
these vanables will be basi‘dagl the mean value(s) across the treatment period (section 4.1.7).

Lo O
4.1.6 Daily eﬂla@varmhles
The eDhary will be ﬁd in by the subject twice daily, once in the morming upon awaking to
record mfmmaﬁ@{elaﬁng to the previous might-time and once in the evening prior to bedtime

and to record 4 tion relating to the daytime period.
2D

For the pusq%‘}se of analyses, daytime results recorded on the evening of day » and night-time
results v\'{:-rded on the moming of day n +1 will comrespond to the analysis day n. As such,
dailgz‘,atals for eDhary vanables will be calculated as:

ily total for eDiary variable for analysis day n = (daytime result recorded in the evening on

@day n) + (night-time result recorded in the morning on day n+1)
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This rule 1s not applicable to the assignment of daily lung function data (e.g. daily PEF) as 'QQ
these results do represent the imepoint at which they were recorded in the ediary. Q‘b

O
Where applicable, daily totals will only be calculated if both the daytime and might-time "'\G?

components are non-mussing. The daily totals are calculated for; asthma symptom score, {“
reliever therapy mhalation, symptom free days and asthma control days. C}O

o
41.7 Treatment average .\.“}{-a
For ACQ-5 and AQLQ vanable summanes, the treatment average score will bf:?almﬂated by
averaging the overall scores collected during the randomized treatment pEﬂ[tg.\ThB treatment
average will also be calculated within each of the individual domain SCOI‘Q#'

For daily eDiary vaniables, the treatment average will be calculated a ﬂle sum of all daily
totals (Section 4.1.6) over the randomized treatment peniod and dl\c@.ﬂg by the number of
evaluable days in the randomized treatment peniod. An evaluablé:lay corresponds to the days
where both the result recorded 1n the evening and the result c@bcted on the subsequent are

non-missing. A\ Cﬁb

4.1.8 Imputation rules OQ -QQ

In order to classify adverse events and conco; %ﬂ@edlcanoﬂs as occurring during the run-in
perniod (prior to randomization), during ed treatment period (on-treatment), or

post randomized treatment discontinuat Eéhsenrative imputation rule will be applied
the instances where partial start and/| tes are recorded.
g

The date imputation algorithm shou%i- k&)&rfomled in the following sequence:
t\-
@

Partial end date QJ:JL‘

1. If missing day [--/; ] then impute as the mumimum (end of the month, treatment
discontinuation /c etion date).

2. If missing month {3*/~--/yyyy] then impute as minimum ([31/12/yyyy]. treatment
discontinuati

3 Ifcnmpleteg@njssing then impute as date of treatment discontinuation.

t\-
Partial start -gﬁ'

2D
4. Ifc@sing day [--/mm/yyyy] then impute as the mimmum of:

QCS\' e Start of the month [01/mm/vyyy] unless mm/yyyy is same as randomization
c} then impute as the randommzation date;
. 1 of medicaty event partia te g has been app. :
@.\) End date of medication/ (after 1al date handling has b lied)

5\- 5. If mussing month [--/~-/yyyy] then impute as the minimum of:
@

&
&
S

e
~N

* Start of the year [01/0 l/yyyv]
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* End date of medication/event (after partial date handling has been applied). 'QQ
6. If completely missing then impute as the mimmum of: Q‘b
® Date of randomization; Q?D

» End date of medication/ event (after partial date handling has been app].ied)t'is\

The treatment discontinuation/completion date will be as recorded on the discnntinuat'%@{:-f
investigational product eCRF page. ‘-'Z!Q

&
The raw, oniginal dates will be presented in any histings produced. The intentio date
mmputation 1s to facilitate a programmatical decision making process to classify on-treatment
observations. ) @0

,‘\\
419 Severe asthma exacerbation definition -ﬁb

N
A severe asthma exacerbation 1s defined as a worsening of asthmaﬁlﬂting in at least one of
£

the following criteria: ()

o
* A temporary bolus/burst of systemic corticosteroids (Sg%) for at least 3 consecutive days
to treat symptoms of asthma worsening; a single —i‘g;le dose of corticosteroids will

be considered equivalent to a 3-day hﬂlus.l"bursto C$
<

*  An emergency room or urgent care ﬁsi@ﬂﬁ@d as evaluation and treatment for <24
hours 1n an emergency department or ur%ﬁt cg\l&fcentte) due to asthma that required SCS (as
pert the above) Q?' {\O

&

*  An in-subject hospitalization ( as admission to an mn-subject facility and/or
evaluation and treatment in a health%é\ acility for =24 hours) due to asthma
W
All post-randomization severe a N exacerbations identified by the mmvestigator must be
captured using the Severe Exa.qgrhat:iaﬂ form on the eCEF.
N

An adjudication committe&will additionally review potential cases of severe exacerbations

which have been identifigd. All adjudicated exacerbations and investigator identified
exacerbations will rovided in the SDTM data.
O
t\-

If the timeframe®etween successive SCS use is >7 days, the event of severe asthma
exacerbation be considered as 2 separate events of severe asthma exacerbation. An event
of severe @n‘na exacerbation is considered “singular”, if ime between episodes of SCS use

1s <7 dagh:
N
4.1@ Treatment exposure

total duration (days) from the first dose to the last dose (inclusive) of randomized study
g 15 calculated as:
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Date of last dose of randomized study drug - Date of first dose of randomized study drug + 1. 'QQ
v
The date of last dose of randomized study drug will be used in the above calculation E?
regardless of a change in maintenance therapy due to a lack of asthma control. "'\03)
)
4.2 Primary Efficacy Measure .@Q
&
4.2.1 Time to first severe asthma exacerbation Q,Q'
t\'
Time to first severe asthma exacerbation will be calculated as the time from randﬁjzation
until the start date of the first severe asthma exacerbation: {\d\
-0
Start date of first severe asthma exacerbation — Date of randomization (V{'ﬁr 2) +1
N
i

Under the efficacy esttmand. subjects who do not expenience a severg{::hxacerbatinn prior to IP
discontinuation or a change 1 mamtenance therapy will be censor@t the earliest occurrence
of these intercurrent events. d‘
o
Under the attnbutable estimand, subjects who are censored fisider the rules for the efficacy
estimand will have their event times imputed. Imp agihﬂdsfmtheﬁmﬂmﬁrstmre
exacerbation endpoint under the attributable esti d 4e5" detailed in Section 5.10.2.
<

Under the de facto estimand, all severe m@aﬁ& events post-treatment discontinuation
will be considered, regardless of any tha@s %h]aintenanne therapy which maght occur.
Therefore, subjects not having a seve c@aﬁ{m event prior to study withdrawal will be

censored at the date of study disccn%éﬁ_ﬂlatjﬁs\f

O
Severe exacerbations will be recnrdeigt'&:\ the Severe Exacerbation eCRF page. one entry
corresponds to one severe exacerbgon. which includes the start time of the clinical event.
(o

4.3 Secondary S cacy Measures

4.3.1 Annualized s?:;rﬁ'e asthma exacerbation rate

For the production of ¥ statistics, the raw annualized severe asthma exacerbation rate
will be calculated at@ ing to the following formula:

O
Annualized 8gvere exacerbation rate
] Number of severe exacerbations during the follow —u
F -2k / gthef L 436525
ﬁq, ¥ Follow — up

v\’
“fhere.@? summations are over all subjects within a treatment arm.
v\’

F@uhjects who do not discontinue IP or do not receive a change 1n maintenance therapy for
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randomization, to the earliest occurrence of either IP discontinuation/completion or change 1 'Q;Q\
v

maintenance therapy: a:\
[Date of IP discontinuation/change in maintenance therapy] — [date of randomization {V:’S{,\‘&?
2)] - [eumulative duration of severe exacerbation(s)] + 1. {“

- O
The annualized severe asthma exacerbation rate will also be dertved according to the@?\ facto
estimand. and consider all severe exacerbation events post-treatment J:fl:i51::{:u:d:i::ﬂ.:lati,f.i,‘lp.!:?I until
completion/withdrawal from the study, regardless of changes in maintenance thngy. Under
the de facto estimand, the follow-up as described in the above calculation wﬂk& defined as
the observation penod from the date of randomization, up to the date of stu@ completion, or
withdrawal for each patient. l\\

_h‘b

4.3.2 Derivation of total systemic corticosteroid mq:onsuqr)gatax

Total systemic corticosteroid (SCS) exposure reported as the totg;\annua]ized dose (mg/vyear)
will be calculated for each subject as the sum of the t:umulai;i‘é.\*lnses of corticosteroid divided

by the duration of time (years) the subject was in the study Yom randomization and up to
treatment discontinuation. Specifically the 1 Al systemic corticosteroid dose will
be calculated as follows: O Q}Q

Annualized total systemic corticosteroid g, aI systemic corticosteroid dose / (Date af

treatment completion/discontinuation — domization + 1)} = 363.25

Each SCS will be normalized to the @p@ﬁ'ﬂt dose of prednisone (mg) before calculating the
annualized total dose. {\Q

Total corticosteroid exposure will lculated under the efficacy estimand and will consider
steroid exposure prior to discontiiation of IP or a change in maintenance therapy.
Additionally, this endpoint will be derived under the effectiveness estimand and will consider
steroid exposure prior to iscontinuation of IP, regardless of changes in maintenance
therapy. and the de factoét:lmand, which will consider steroid exposure, regardless of
changes in mamtenan@]erapy and up to withdrawal from the study.

&
Systemic cm‘ticc?oids to be considered for the total annnalized dose of SCS will be

identified withggé C code HO2AB and being taken following a severe exacerbation, which 1s a
specified field)provided on the CM module.
@
Q
The to se for these steroids will be derived by multiplying the total daily dose by the
du:ag}u the treatment was prescribed (in days).
<

gpses of SCS not collected in mg should be converted before being used in calculations.

@
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SCS medication will be normalized to the equipotent dose of predmisone (mg) before being Q‘\Q\
v

used in the calculation of total corticosteroid exposure. This will be facilitated through a
scientific review of steroid medication reported on the CM module and the conversions will \)C?
be provided tn_ Additionally, the scientific review of SCS for asthma wall ensmﬂ_"'g
the daily dose for such medication 1s appropniately captured and that the units are of an {“
acceptable format to allow conversions to equipotent doses of budesonide (1.e. ug or n:@%ﬂt

‘puff” or ‘inhalation”). Q,
B

@
The cumulative duration of systemic corticosteroid use will be calculated as thfb‘overa]l
number of days during the randomized treatment period for which patients '.\6&& prescribed
systemic corticosteroids.
‘5\\

4.3.3 Asthma Control Questionnaire-5 variables =

All 5 symptom questions are assessed on a 7-point scale ('D=gnnd u‘&trol —poor control).
The overall score 1s the mean of the 5 symptom 1tems.

questions. At least 4 out of the 5 symptom items to provide an ACQ-5 overall
score.

The ACQ-5 overall score will be calculated as the ave:zﬁhe non-missing 5 symptom

A responder status at Week 24 will be cal‘f}:’égd(?

*  Responder: (Week 24 —baseline) QQ\&

e Non-responder: (Week 24 — baé_rme}? 0.5

Under the efficacy estimand, sub_jfxﬁ'who discontinue treatment for any reason or receirve a
change in maintenance therapy ck of asthma control before Week 24 will be classified as
non-responders. Baseline 15 de.&ned as the most recent non-missing score before and including
randomization (Visit2). G
B

A similar analysis wﬂl@ conducted at Week 12. This will be considered an exploratory
endpoint. g,-:._.

O
The interviewer-@dministered version will be implemented for children aged 4 to 10 years. As
the ACQ-5 is@t validated for children less than 6 years old, data for subjects who are 4 or 5

years of a@wﬂl be excluded from the analyses of ACQ-5 endpoints and will be listed only.

4.3. 4,,\{.“ Derivation of Asthma Quality of Life Questionnaire +12 and Pediatric
g-"‘ Asthma Quality of Life Questionnaire variables

will be separate questionnaires for both adults and children. Both sets of questionnaires
@narill be analyzed separately.
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The AQLQ+12 includes 32 questions, on a 7-point scale (1-7). relating to 4 distinct domains, 'Q;Q\
v

higher values indicate better health-related quality of life: a:\
¢  Symptoms (12 questions; mimmimum & questions required for a valid score) 5\‘7?

¢  Activity limitation (11 questions; minimum 7 questions required for a valid 5::-:3}&?

* Emotional function (5 questions; minimum 3 questions required for a Valid_ggre)

* Exposure to environmental stimuli (4 questions; minimum 3 questions 6quimd fora

vahd score) o
'-'QO
The PAQLQ includes 23 questions relating to 3 distinct domains, higherijﬁ@lues mdicate better
health-related quality of life: NS

A

*  Symptoms (10 questions; minimum 6 questions required {@ﬂg valid score)
O
s Activity hmitation (5 questions: mimmum 3 required @ a valid score)
N3

v\’
s Emotional function (8 questions; mjninmmigeq@g for a valid score)

QL K
For each of the domains. a domain score 1s cal d @S the mean score of all its constituent
questions. An overall score across the Whole@esli@naire 1s calculated as the mean score of
all questions. In case of any missing answ rall score 1s calculated as a weighted
mean of the domain scores, with the nonfigial ion of items in each domain as weights If

one or more domains are missing, the @scnr& 15 also missing. (Note: when there are no
missing answers, this method 1s equa erpﬁa the average response of all 32 questions taken
mndrvidually). O

$

t\-
A responder status at Week 24 Wﬂk& calculated as subjects achieving a change from baseline
of at least 0.5: @_‘b

e  Responder: (Week 24 —rﬁe]ine} >0.5
* Non-responder: fWeék‘ 24 —basehine) < 0.5

&
Subjects who disq&g%?nue treatment before Week 24 for any reason or change in maintenance
therapy will be classified as non-responders. Baseline is defined as the most recent non-
missing scon#fore and including randomization (Visit 2).

@
A simﬂa&&m]ysis will be conducted at Week 12. This will be considered an exploratory

endpg\i:ﬁl

&
A.ége PAQLQ 1s not validated for children less than 7 years of age. data for subjects who are
ed 4 to 6 years will be excluded from the analyses of PAQLQ endpoints and will be listed

CONFIDENTIAL AND PROPRIETARY 31 of81



Statistical Analysis Plan Avillion &
'4\\‘,

AV003 2.0 30/07/2021
&
4.4 Exploratory Efficacy Measures Q‘Q
v

441 Deterioration of asthma variables 6}

The subject will use the eDiary for daily symptom reporting, enterning symptoms twice v:fleulz\‘?.?jr

In particular the subject will record their daytime symptoms (0=No asthma symptoms; 3=Y®u
were unable to do your normal activities because of your asthma), night-time symptomgD
(0=No symptoms; 1= you were aware of your asthma symptoms but you can easily

the symptoms; 2= your asthma was causing you enough discomfort to cause prohldhls with
sleep: 3=You were unable to sleep because of your asthma). and their rescue msdlcatmn use

(0, ..., 99 pufi(s)): $
$
In this study, deterioration of asthma 1s defined as 1 or more of the fﬂll(@%g items for at least
2 consecutive days: A
D

= PEF: a decline of at least 20% from baseline in either the mnq&:\g or evemng result

*  Reliever therapy use: =4 puffs per day and at least twice é.\ﬁequent than recorded at
baseline (per day)

*  Symptoms: mght-time score that is greater thﬂ_k s@ne and at least 2 OR a daytime
score that 1s greater than baseline and 3 (mé;}e\& outcome)

e Severe asthma exacerbation! Q) 'D
&>

Reliever therapy use and symptom 504.1{%- e recorded 1n the eDiary. Baseline reliever
therapy use will be calculated as tthrErag} number of puffs per day dunng the last 10 days
of the run-in period. O

&
Daytime 15 defined as the time parﬂd between the morming lung function assessment (upon
nising in the morning) and the ey®mng lung function assessment.

Night-time 1s defined as thﬁ"é:\ne period between the evening lung function assessment (at
bedtime) and the mmm:g&ung function assessment.

If the above criteria EB met for >=2 consecutive days, 1t will be considered as one
deterioration of astiina until the criteria are no longer met or become unevaluable.
Detmiorati{;:g;asthma will be considered as a single deterioration if there are fewer than 3
days betw

ys i
Mssm@ha:y results will not be considered as a deterioration of asthma.

e two events.

IS asthma exacerbations will also be considered to be detenioration of asthma and
uded in the analyses of this endpoint. Severe exacerbations will be recorded on the Severe
&xacerbaﬁon module and 1 record comresponds to 1 severe exacerbation.

&
&
S
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Time to deterioration of asthma "‘Q\
R
Time to first deterioration of asthma will be calculated as 0{?
&
Start date of first deterioration of asthma — Date of randomization (Visit 2) +1 5“

Subjects not having an asthma detenioration will be censored at the date of their latest éﬁm—
up or EQS, for subjects who discontinue IP/have a change in mamtenance therapy ck of
asthma control, the earliest of either day of discontinuation or day there was a t:]}\,ﬁge to

maintenance therapy. QD
Annualized rate of asthma deteriorations ‘\{E}L\G
For the production of summary statistics, the raw annualized rate of Q‘t:g’mranons of asthma
will be calculated according to the following formula: R‘b

Annualized deterioration event rate {“D

E Number of deteriorations dur@ the follow = up
Tr

Where the summations are over all subjects \%tgﬂ'.\ §keam:lent arm.

* 365.25

The follow-up time 1s calculated as descr@z X ion 4.3.1.

4.4.2 Derivation of time to t@n@ discontinuation or change in
maintenance therap}fﬁn' B}@k of asthma control

Time to treatment discontinuation ﬂlﬁnge in maintenance therapy for lack of asthma control

will be calculated as the time from3#@ndomization until the earliest of treatment

discontinuation (for any reason)@r change in maintenance therapy for lack of asthma control

(1.e. a step-up mn majntenanc‘?empy}:

H\-
Date of IP discontinua ﬁﬁ@"c}iange in maintenance therapy — Date of randomization (Visit 2)
+1 Q
>

Subjects not hawy rematurely discontinued treatment or recerving a change in mamntenance
therapy due togg of asthma control will be censored at the latest follow-up or EOS.
2D

4.4.3 sgérivaﬁun of Asthma Control Test responder variable

The A@v\is a 5-question health survey used to measure asthma control in subjects aged 12
and u#lcr Each question 1s measured on a 5-point scale where 1 represents poor control of

syfixptoms and 5 represents complete control.
H\-
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v
&
N
The responders at Week 24 are defined as subjects achieving an increase from baseline in K‘b
ACT total score of at least 3: O

The total ACT score will be calculated the sum of the 5 question scores (ranging from 0 to
25). All 5 question scores must be non-missing to calculate the total ACT score.

D{\
s
¢ Responder: (Week 24 —baseline) > 3 &
@
@

* Non-responder: (Week 24 — baseline) < 3 <

O
Subjects who discontinue treatment for any reason or recerve a change m@eﬂmce therapy
for lack of asthma control before Week 24 will be classified as non-resp . Baseline 1s

defined as the most recent non-missing score before and mncluding m@fnizatinn (Visit 2).

Y
The above analyses will be repeated in the children cohort (Ages d’g 11 years) for the C
ACT. O
9
4.4.4 Derivation of other eDiary variables ‘ db
Please see Appendix 1 for eDiary variables cal]e@:l 1@5 study.
SN
& &
Number of day and night inhalations of r@jevééﬁcrapy will be collected on the eDhary. The
total daily number of inhalations will @ { as the sum of the daytime and following
mght-time records, both the dawlngdd lﬁht—t:ime score must be non-missing to calculate
the total. _ Q(b
‘\\.'

Reliever therapy use

The daytime, might-time, and tuta!.bﬁfzi’ly reliever use will be grouped into 4-weekly averages
across the 24-week randomizeddseatment period. The 4-weekly time intervals are defined as
28-day long periods starting @:ﬂ the date of randomization. The following Table 4 illustrates
how the periods will be as&i&ed using the study day of each record.

o
Table 2 4—“&@%1}' Time Intervals for e-Diary data
Q
Period Staf#Day End Day
Pesind 1 | @3y 1 (Date of randomization) Day 29
Period2 Y Day30 Day 57 (Day 30 + 27)
Period 3, | Day 58 Day 85 (Day 58 + 27)
W

Period@ Day 86 Day 113 (Day 86 + 27)
PK&S Day 114 Day 141 (Day 114 + 27)

<Period 6 Day 142 Day 169 (Day 142 + 27)

@cz-
&
s
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Additionally, the daily average number of inhalations over the randomized treatment period Q‘\Q\
will be calculated from the date of randomization to the date of discontinuation of randomized 0

study drug or a change in maintenance therapy. \)C?
&

The daily average will be split by daytime, might-time, and total. The daily averages M%él}'
be based on days where complete diary information 1s available; on the date of randomigation,
there will be no morming result recorded 1n the eDhary, therefore this day will not co@oﬂ)me to
the daily average. Stmilarly, on the date of randomized treatment discontinnation 1!:?5 evening
result will be available in the eDhary and therefore will not contribute to the dajéz average. As
a result, the denominator for the calculation of daily average number of reh_'ecg;:( therapy
inhalations will not equal the duration of exposure to randomized study dl\%ﬁ

N

. . : . v
The reliever therapy use 1s collected i the eDiary 1n response to s and for any use

that the patient may take in prophylaxis to exercise. Summanes of daily average number of
inhalations will be separated into “prior to exercise’ and ‘symptqsh relief’.
o

A reliever therapy free day will be defined as a “night’ and aJollowing ‘day’ with 0 puffs
recorded in the eDhiary. The number of reliever therapy days will be derived as the
percentage of evaluable days across the randumjé H@L&ﬂt period, prior to discontinuation

of randomized study drug or a change 1n mai%&lhn(&%erapy for lack of asthma control.
O

Q
Asthma symptom score c'}({/ . ('.Lb
O
Asthma symptom score, a 4-point Wg from 0 (no asthma symptoms) to 3 (most
severe asthma symptoms), will be twice daily in the morning and evening in the
eDiary. Please refer to section 4.1 4 assignment of study day, and the denvation of the

total symptom score. The average c@' might and total asthma symptom score will be
calculated over the randomized @tﬂl&ﬂt period, and 1n 4-weekly mtervals as per per Table 4.
Night-time awakenings \,@
Night-time awakenjngsé}‘:: to asthma symptoms will be recorded 1n the eDiary on a daily
basis. The total num f night-time awakenings will be denived as the cumulative number of
mght-time awakeq@gs over the randomized treatment period. This will be categorized mnto the
4-weekly time i@nm]s as per Table 4 and also as an overall treatment average across the
entire randm:@?d treatment peniod. from the date of randomization up to and mncluding
treahnent\ﬁﬁzontinuation, or a change mm mammtenance therapy. The percentage of mght-time
awakenjégs over the randomized treatment period will be represented as the total number of
awake&]gs divided by the total number of days over the randomized treatment penod for

ea@h%‘at:ieﬂt

H\-
@Q

&
&
S

CONFIDENTIAL AND PROPRIETARY 350f81



Statistical Analysis Plan Avillion
AV003 2.0 30/07/2021

Symptom free days

A symptom-free day is defined as the fulfilment of both of the following criteria: 0{?
&
¢ A day and night with no asthma symptoms (i.e., asthma symptom score=(0) 1‘5“
* A night with no awakenings due to asthima symptoms. %DQ
o

The percentage of symptom free days will be calculated for each subject as the mu:qgfar of
svmptom-free days during the randomized treatment period divided by the numb&' of
evaluable days during the randomized treatment period. For both the denomiga%r and
numerator the randomized treatment period is defined from 1*andr:-mi2an'm}4@li1
discontinuation of IP or a change in maintenance therapy as per the efficey estimand. As with
the caleulation of reliever therapy endpoints. symptom-free days will bR categorized into the
4-weekly time intervals as per Table 4 and also as an overall trea average across the
entire randomized treatment period. d\

o
For the asthma symptom score component, it is iu:lp-:srml;tag%ﬁnﬁider the daytime and night-

time score separately rather than as a daily total as describldl in section 4.1.6. For example, a
daytime score > (). but missing night-time score ]%@1‘esp0ud to a day with symptoms
and vice versa. o

D &
An unevaluable symptom-free day Dccurbé/al{ﬁ’cauuot be unequivocally determined

whether an analysis day was spnptnm&x, can occur in the following instances:
- ,5’"
Numbgr T Condition <& Daily status
datapoints &
Fr s
0 Sum of datgfoints > 0 Not Symptom-free
Sum of @-‘épuints =0 Symptom-free
1 Sum fgﬁhm-missing datapoints > 0 Not Symptom-free
Slm},ﬁf non-missing datapoints =0 Not evaluable
2 r@}'nun-missing datapoints Mot evaluable
* No night-time aws@ngs would contribure 0 to the sum of datapoints.
O
‘As needed’ fre@ydays

<)
An ‘as neec@?-ﬂ\ee day is defined as a day and night with no use of reliever medication

(1'3[1(1011%@@1 treatment).

The percentage of ‘as needed’- free days will be calculated as done for symptom-free days. As

wifhrthe calculation of reliever therapy endpoints, “as needed’-free days will be categorized

@‘m the 4-weekly time intervals as per Table 4 and also as an overall treatment average across
& the entire randomized treatment period.
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Asthma control days Q
N

An asthma control day 1s defined as the fulfilment of all the following criteria: 0{?
&
* A day and might with no asthma symptoms (1.e_, asthma symptom score=0) )

o
- O
* A mght with no awakemings due to asthma symptoms Q?}
@
t\-

s A day and might with no use of reliever medication. J\é.\‘h
O

The percentage of asthma control days will be calculated as done for symp_t:@—ﬁ’ee days.

N

O
As with the calculation of reliever therapy endpoints, ‘asthma control d@% will be categorized
into the 4-weekly time intervals as per Table 4 and also as an overall tréatment average across

the entire randomized treatment peniod. Q}Q
o
Lung function L
;QO
Prebronchodilator FEV1 will be performed on a Maﬁ‘erSéé provided for the study by the
central reader at Visit 1 (screeming), Visit 2, Visi Sisit 6. Assessments at Visit 5 and 6

will only be used if collected between 6:00 and OéLrRM and no more than +1 hour from the
spirometry assessment recorded at baseﬁne@se@ prebronchodilator FEV1 will be the
most recent measurement prior to rand&me?atu@ in most cases this should be the
measurement collected at Visit 2.

X §

%

Peak expiratorv flow Q‘
A {Sb

Throughout the study, subjects wﬂJ&tnrd the best of 3 Peak expiratory flow (PEF) measures
on rising in the moming and J\gnmg to bed in the eveming prior to taking any asthma

therapy. Peak expiratory flow be captured in the eDhary.
N

g
As with the calculation ofgehever therapy endpoints, Peak expiratory flow will be categorized
into the 4-weekly time 1 s as per Table 4 and also as an overall treatment average across

the entire randm:]jz%\ﬁeatment peniod.
O

t\-
Overall e]]iarji' ?mgliance

&
Overall e]%er\)y comphance during the randomized treatment peniod 1s calculated as:

X
.,N{-\ Overall eDiary compliance (%) =
\)‘-'9
ngﬁ\ere the total expected compliance 1s:

(Actual number of entries)
(Expected number of entries)

* 100(%)

@
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Total expected compliance = (Number of days in the treatment period = 1)+ 2 Q‘\Q\
v

as subjects are expected to fill in the eDhary once 1n the moming and once 1n the evening, eacha:\
day. Note that the eDiary completion will not be considered in the morming of study day 1

evening of the last day of participation in the study. {\D
-0
Additionally, subjects will be categonzed into those achieving an overall eDhary coméﬁanc
of at least 80%. _;;‘.3’
KZI

4.4.5 Derivation of Asthma Control Questionnaire — 5 expluratul‘a variables

The changes from baseline ACQ-5 overall score at Week 12 and Week 24.@] be categorized
into the following 3-level factor:

_h‘b
¢ Improvement: (Week 12 —baseline) =-0.5 §
£
s No Change: -0.5 < (Week 12 —baseline) < 0.5 QD
-0
_ . N
s Worsemng: (Week 12 — baseline) > 0.5 _\ \\C’P

4.4.6 Derivation of inhaled cul'ﬁcuste@ e)@osure

Exposure to ICS will be denived using two @p@:ﬂx reliever therapy use and background
maintenance ICS received at baseline. c‘} . 45'}
Q

Corticosteroid exposure will be calc 1 the effectiveness estimand and will consider
steroid exposure prior to d:iscont:imﬂmr&bﬂf IP but will include data following changes 1n

maintenance therapy. ‘b
N
Reliever therapy ICS @QJ}\

Reliever therapy ICS will he@ived from the total daily number of puffs (puffs/day) of
randomized treatment, as @cm‘ded in the e-Diary. Please refer to section 4.4 4 for total daily e-
diary vanables. The coré:?ponding total daily dose (pg/day) of additional ICS wrll be denived

using the following @Rvation'
o [#of puf@x 80 pg for BDA MDI 160/180
. [# o&jﬂ?]ﬁs] x 40 pg for BDA MDI 80/180

[# ofp@s] x 0 pg for AS MDI 180
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Background maintenance therapy ICS 'QQ
v

The following ATC codes will be used to identify maintenance and additional ICS treatments E?
in the concomitant medications (CM) module: "'\G?
e RO3BA QD
 RO3AK ;;}0
« ROIAD ‘Z:Q
« RO3AL é:\'}
All maintenance ICS flagged from the CM module will also require the follow@ field values
on the CM entry:

# The route of administration = “Respiratory (Inhalation)” and

¢ Therapy reason = “Asthma Maintenance” NS

S
The total daily ICS dose of maintenance therapy will be categonzé' &into low. medium and
high dose ICS as defined in Appendix 2. When calculating the&%l daily dose of maintenance
therapy for this subgroup vanable, only the most recently p@tihed maintenance therapy
taken during the run-in peniod, prior to randomiza ti% W@e considered in the derivation.
L K

The ICS dosing categonzations provided in Ap@dm&s not exhaustive. Asaresulta
medical review of maintenance therapy ICS il bﬁ(ﬁxﬂed out prior to database lock and

unblinding to correctly assign dosing cate 'e_q,"tp each ICS taken as background maintenance
L

Lyl
O
"G

therapy. o
S

4.5 Safety variables Q- Q‘b
451  Vital signs 5’\,@
The following vital signs mﬂasurq%nts will be conducted:

&
. Pulse rate (beatsft:qiﬂ)
o
. Systolic blood gréssure (mmHg)
. Diastolic la_l??xi pressure (mmHg)
O

t\'
4.5.2 Adveq}tse events (including serious adverse events)

4521 Cn&ctiun of AEs and SAEs
AEs and @s will be collected from time of signature of informed consent/assent through to
the fol%.érulxp period.

v\’
'ﬂﬁﬂnwiug variables will be collected for each AE:

.65\' AE (verbatim).
N
O
S
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*  The date when the AE started and stopped
s Maximum intensity

®  Seriousness

* [nvestigator causality rating against the IP (yes or no) {\D
»  Action taken with regards to IP %.0
¢ AFE required treatment _\_@Q
s QOutcome J\@
O
. QQ
In addition, the following variables will be collected for SAEs: ‘\{SL\
e Date AE met criteria for serious AE _ﬁb
*  Date mvestigator became aware of serious AE R‘DQ
» Reason why the AE is considered serious QD
»  SAE onset date/AE met criteria for SAE c’,?-;?\'o
*  SAE resolution date Q_k N
» SAE outcome C)O Q‘bq
e Maximum SAE intensity &,é) %@
o  Treatment given for the SAE C) (;)\C'-f
*  Date of hospitalization ({S)?- ~§-$\
¢  Date of discharge & QQ}
s Probable cause of death. E‘JI\'}Q
'\

»  Date of death. >
¢ Whether autopsy 1s perfo .
»  Causality assessment Eﬂ%aﬁﬂn to study procedure(s).

] L .

* Causality asses other medication.

. S
*  Description of @

O

4.5.2.2 D‘erﬁun of adverse event leading to discontinuation of investigational

prafuct (DAE)
Adverse vviﬁnts where “Action taken with regard to investigational product™ is answered
“Drug @mﬂnﬂnﬂy discontinued” will be defined as DAEs and reported separately (in
addig?m to being reported as general AEs).

N
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4.52.3 Other significant adverse events (OAEs) 'QQ
v

During the evaluation of the AE data, an Avillion medically qualified expert will review the «
list of AEs that were not reported as SAEs and DAEs. Based on the expert’s judgement, \)D
significant adverse events of particular clinical importance may, after consultation with ﬂ:ﬂ\%
Global Subject Safety Physician, be considered QAEs and reported as such in the Clm.mab

Study Report. a}
o
@
OAEs will be reported 1n a separate table (in addition to being reported as genera%&Es).
L

Adverse events related to COVID-19 (confirmed or suspected cases) will alsg-lbe identified via
the assigned COVID-19 related preferred terms. Please refer to section 5. 7«¥Tor further
details. N

_h‘b

4524 Adverse events data handling &
Adverse events will be reported as starting during the run-in per'Btﬁf the AE start date 1s on
or after the first date of run-1n medication (Ventolin), and priocto randomization.
;QO

Adverse events will be considered as starting dutmgkthe @on:uzed treatment period if the
onset date 1s on or after the date of randomzatmﬁ:d et 15 no later than the last day of
randomized treatment. Q-

SIS
Adverse events will be considered as starty d\@g the follow-up penod if the onset date 1s
after the last day of randomized teahn?i}

If an AE has a missing onset date, éﬁ uﬁgss the stop date of the AE indicates otherwise, this
will be considered as starting dunng @%ﬂdﬂm&d treatment peniod. Similarly, if an AE has
a partial onset date, then unless thf;@nal onset date or the stop date indicates otherwise, this
will be considered as starting dup®g the randomized treatment peniod.

Please refer to Section 4.1.8 e imputation rule to programmatically determine the
classification of AEs w A re are partial start and/or stop dates recorded.

45.25 Deﬁniﬁunﬁ%]fs associated with local and systemic ICS effects
Adverse events tb%)aje associated with local ICS effects will be identified using the following

preferred terms: &
%'21

e Orabgandidiasis
. %‘;E]phar}mgeal candidiasis
. .,\"Q)ral fungal infection

.é'" Paradoxical bronchospasm

@'prhuma
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Adverse events that are associated with systemic ICS effects will be identified using the Q{\Q\
following preferred terms: {4

* Hypercorticism &
s Adrenal suppression {\D
* Reduction in bone mineral density (including fractures) @0

¢ Glaucoma @Q

* (ataracts é,i“

Please note that these lists of preferred terms 1s not exhaustive and a compn 1ve list of
terms associated with local/systemic ICS effects will be confirmed at dat_a.%e lock and before
unblinding of the clinical trial. _gff‘\

453 Laboratory Safety Variables ‘b'@&

The laboratory variables described 1n Table 3 and morning sermﬂ{'\cnrtisol will be collected
during the study according to the schedule provided 1n Tahlgéh{\

N

Q
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Table 3 Laboratory Safety Variables QQ
v
Hematology/Hemostasis (whole blood) Clinical Chemistry (serum or plasma) {:Q
o

Basophils (%) Albumin Sf

Basophils Abs Alanine transaminase (ALT) o

Eosinophils (%) Alkaline phosphatase (ALF) .@\

™

Eosinophils Abs Aspartate transaminase (AST) Q‘;Q:'

Hemoglobin Bilirubin total (TBL) q':i.‘?

Hematocrit Calcium, total d\

Mean Corpuscolar Hemoglobin Chloride . @“\

Mean Corpuscolar Hemoglobin Concentration Cholesterol, total '\{E?

Mean Corpuscolar Volume Creatinine -},{.a

LY
ine ki <)

Monocytes (%) Creatine kinase Q{\\

Monocytes Abs Gamma—glutamﬂkanspepﬁdase (GGT)

Neutrophils (%) Glucose (rangfeh)

- -

Neutrophils Abs Liignts‘?ﬁ%

Red blood cells (erythrocytes) J_@ospﬁ

White blood cells (lenkocytes) Q—i’?}\iﬁﬁm

Platelet count /ff? ';\, total

¢y Y Sodinm
&) ) )

Lymphocytes Abs Q?‘ *?9 Triglycendes

Lymphocytes (%) & D

Urine \. {\Q Urea

Urine P-hCG pregnancy (Visit 2) th;“' Serum B-hCG pregnancy (Visit 1, 6 and

Q*}\ EOS/PDV)
Abbreviations: Abs=absolute; ﬁ—hCﬁhuman chorionic gonadotropin; EQS=end-of-study; PDV=premature
discontinmation visit "§
&
O

Hy’s Law
R

Cases where a suhjea\)shﬂws elevations in liver biaochemistry may require further evaluation

and occurrences
bilirubin = 2=

>

ST or ALT = 3x upper limit of normal (ULN) combined with total
may need to be reported as SAEs.

To identif;:g’ases of potential Hy’s law (HL) 1t is important to perform a comprehensive
IEVIEW ﬁ‘labomtmy data for any subject who meets any of the following identification criteria

in 1s %{m or in combination:
e

Aﬂ? =3x Upper limit of the normal reference range

ko

@QﬁST =3x Upper limit of the normal reference range
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TBL =2x Upper limit of the normal reference range 'QQ
v

Potential HL cases can occur at any time during the study. All timepoints, including e
unscheduled assessments, will be considered for meeting the criteria. ,;3)
N
Laboratory results which are collected in the form of *< x (i.e. below the lower limit of _©
quantification) or ‘> x" (i.e. above the upper limit of quantification) will be imputed as- & to

be used in the descriptive summaries. However the original value recorded from thcééntral

laboratory will be retained to be presented in listings. él\r
4531 12Lead ECG o
A 12-lead ECG will be performed at the visits detailed i Table 1. The ta \’ d number of
ECGs may be adjusted in response to the emerging safety profile. ‘\{b
i

A
Twelve-lead ECGs will be obtained using a centralized laboratory. If4n abnormal ECG
finding at screening/baseline 1s considered to be clinically signjﬁi by the investigator, it
should be reported as an AE. For all ECGs, details of rthythm, %ﬂe rate (PR), RR. QRS and
QT intervals, an overall evaluation will be recorded. "b
. var A &
4.6 Other variables Q Q
| o S L
4.6.1 Concomitant medications O Q-
All prior and concomitant medication rec:ﬁ& d}?ng the study will be entered onto the CM
module.

A medication which has started on %93 ?m’ after randonuzation will be considered to be
concomitant. Additionally, all medi % starting prior to randomization and continung after
the first dose of randomized treatm 1].1 also be considered concomitant. All medication
recorded which ends prior to the fi dose of randomized treatment will be classified as a
prior medication. Medication whith occurs post-randomized treatment discontinuation will be
defined as concomitant mﬂdiga\ﬁon occurring duning the follow-up period.

If a concomitant mcdicaﬁb?ﬁ' 1s recorded with partial start date and/or end date of
administration, a c tive approach will be considered such that unless 1t can be
unequivocally detﬁned that the medication started and ended prior to the first dose of
randomized Stl.lt% g based on available information from the partial date(s), the
medication w\i}kﬂbe classified as concomitant.

To faci]jtaﬁq}this decision-making process programmatically, the imputation process defined in
Sectlm_t:éﬁ -8 will be considered.

4 éﬁ Discontinuation of investigational product

&bjects may be withdrawn from the study at any time at their own request, upon request of
ﬂ'm mvestigator, or by the Sponsor at any time or for any reason. The subject or hus/her
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parent/legal representative 1s free to discontinue treatment at any time, without prejudice to 'QQ
further treatment. v
&
The date of IP discontinuation, along with the main reason for discontinuation of "'\G?
O

investigational product will be collected i the Discontinuation of [nvestigational Pmduc{\
CEF page. IP can be discontinued for the following reasons:

&
Q’Q'
* Subject Decision _‘\‘_\-
@

o

Ad t
. VEerse even QQ
$
"G
_h‘b
s (Condition under investigation worsened &

* Severe non-compliance to protocol

s Lack of Therapeutic Response )
o

R
* Development of study specific discontinuation cnt?

AR
o =3 severe exacerbations within a @W eriod
O &
o =5 total severe exacerbation t5:l
/532 "

o A single severe exacerbaéﬂ ~~E\.{:ﬁ:'\:l:lt longer than 20 days m duration

& S
o Pregnancy L v
| &
* Subject lost to follow-up \152’
'S
¢ Completed @fh
&
e Other 2
S

4.6.3 Dismnﬁn@unfwithdrawal from the study

If the Sponsor, invﬁ%gator, study monitor, IDMC, or regulatory officials discover conditions
arising during th&ystudy that indicate that the subject’s safety and/or scientific value of the
study and/or ity of the IPs have been compromised, the study may be halted or the study
center’s p@f:lpatinn may be terminated. Ongoing subjects will be discontinued from the
study an&.assig;ned to recerve treatment as per local standard of care.

'S
Rﬂaﬁs for withdrawal will be recorded on the Disposition CRF (study completion) with the

fcﬁ-wiug reasons for discontinuation:
&
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o  Adverse Event

Q
O

F

oy

N
Q
R

s Completed E?
&

s Death ()
= @Q
¢ Lost to Follow-Up &
@

* Protocol Deviation @

s Screen Failure
s Withdrawal by Subject ib
* Withdrawal by Parent/Guardian Iy
e  (Other 0{“

4.6.4 Compliance of study maintenance m-‘e,dm@ﬁm

Monitoring of comphiance for maintenance me a:lnrﬁ'qﬂl be done only through the eDiary
question "have you taken your regular main @rﬂp}r today as prescnibed?’ (Appendix
1). Responses will be *Yes’ or ‘No’, whe ‘(Vics .ﬁtakcn as compliant to dose and regimen
and a No' equating to nﬂn—cnmplmnne se s€).

S

Overall compliance with mmntena@m&@y (%) will be calculated as
O

Number n,igl@ﬁys responded 'Yes'

Total number ﬂ@!ﬂys in the observation period

x 100%

Comphance with study maim e medication will be calculated under the efficacy and the
effectiveness estimand. T ore, the observation period given in the above equation will be
equivalent to the time randomization, to the earhest of IP discontinuation or a change in

maintenance therapy 1 the efficacy estimand, and prior to IP discontinuation regardless of

a change in maintee?ﬁce therapy under the effectiveness estimand.
t\-

Per the above t}'araaltit:uﬁ, if there are missing compliance data in the eDiary for days during
the observatiof period. this translates to a non-compliant (missed dose). If a patient has
completefomissing e-diary information during the given observation period, their estimated
complie&e will be 0%.

onally, subjects will be categonzed into those achieving an overall compliance of at

&ast 70%.
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&
4.6.5 Derivation of GINA criteria subgroup variables Q‘Q
Patients will be categorized into the following background therapy subgroups, representative a::b
of GINA (2020) steps 3-5, with focus on [CS exposure categonzation, according to 93)
prescribed maintenance therapy recorded at baseline: ,5\

o
s GINA Step 3: Low dose ICS-LABA (= LTRA, LAMA  or theophylline) or Mggglm

dose ICS (= LTRA, LAMA. or theophylline) _,\S"Z:
@
e GINA Step 4: Medium dose ICS-LABA (= LTRA, LAMA  or thcnphy]&ne} or High
dose ICS (= LTRA, LAMA. or theophylline) ) OQ
Ny

NS
e GINA Step 5: High dose ICS-LABA (= LTRA, LAMA_ orthec:\;g;}uim)

In order to define the above subgroups, patients will be categorizqufl}o low/medium/high
dose using background maimntenance ICS dosing categorisations &nwfmedilm-"high) according
to section 4.4 6. ) L

O
5. ANALYSIS METHODS A @C’P

5.1 General principles
5.1.1 Estimands /\Q/

Four estimands are of interest in this smé‘.] d.\\

>
The primary esttmand of interest is& efffracy estimand, defined as the effect of the
randomized treatment 1n all subjects mg continuation of randomized treatment for the
duration of the study, regardless 0@1]31 usage and assuming that maintenance therapy 1s not
changed. This estimand could b l{ﬁnsidered as a while-on-treatment strategy or a hypothetical
strategy as defined in the draft mational Conference on Harmonization (ICH) E9
Addendum. All primary, secﬁ and exploratory endpoints will be analyzed under the
efficacy estimand. di"

Q
The second esﬁmmrﬁmterest 15 the attributable estimand, defined as the effect of treatment

in subjects attribuffible to the randomized treatment assumuing that maintenance therapy 1s not
changed. For tbé}st:lmand, discontinnation of randomized treatment for tolerability or change
11 main py for lack of asthma control 1s considered a negative outcome. This
estimand i{ﬁ’mjxtme of composite and hypothetical strategies as defined 1n the draft ICH E9
addendlét The primary endpoint of time to first severe asthma exacerbation will be analyzed
und%&: attributable estimand.

N
:@ﬂ:jrd estimand of interest 1s the effectiveness estimand which 15 a combination of the

Qﬁypothﬂt:ical and treatment policy strategies as defined in the draft ICH E9 addendum. The

&
&
S

e
~N
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strategy 1s hypothetical in that the treatment effect will be estimated without collecting data 'Q;Q\
v

post the intercurrent event of discontinuation from randomized treatment. However, the

strategy 1s consistent with the treatment policy strategy in that the treatment effect 1s estima C?
irrespective of the occurrence of the intercurrent event of a change in the mamtenance ther.

The summary of total corticosteroid exposure will be analyzed under the effectiveness o
estimand. Q?}O

The fourth estimand of interest 1s the de facto estimand. defined as the effect of a %é%’nmnt
policy regardless of changes in maintenance therapy or premature discont:inuati&n of

randomized treatment. This estimand 1s considered a treatment policy st:rate%?as defined 1
the draft ICH E9 addendum.

‘\{b
The fifth estimand of mterest 1s the COVID-19 estimand. This est1 Qi’s supportive to the
efficacy esttimand, defined as the effect of the randommzed trea all subjects assuming

continuation of randomized treatment for the duration of the stu:&t, assuming that mamntenance
therapy 1s not changed, and in the absence of COVID-19 mp@s The primary endpoint of
time to first severe exacerbation will be analyzed under the fOVID-19 estimand. COVID-19

related treatment emergent adverse events can be 1 1 through a pre-defined list of
preferred terms in MedDRA . Dose interruptions i€ itpﬁstigator identified breaks
medication that are collected 1 the eCRF, 1 eg:gatnr will also flag whether or not the
intermption was related to COVID-19 in H%’
&
X
&

5.1.2 Discontinuation of i esgﬁanuna] product

The date of IP discontinuation and “'mam reason for discontinuation will be collected on the
eCRF. The following reasons f{::r@. éscont:inuation will be indicative of a lack of asthma

control:
D
s Development of st@spec:i.ﬁc discontinuation criteria when the following criteria are
specified in the VQ&aﬁm field
o =3 se&% exacerbations within a 3-month period

o }gﬁal severe exacerbation events

o c&' single severe exacerbation event longer than 20 days m duration

Ia&of therapeutic response
@oﬂdmon under mmvestigation worsened

L e <

& Subject Decision when the following criteria are specified in the verbatim field:

o Subject perceives the investigational product to be meffective

CONFIDENTIAL AND PROPRIETARY 48 of 81



Statistical Analysis Plan Avillion &
'4\\‘,

AV003 2.0 30/07/2021 éb’
o Subject perceives the logistics to be unacceptable 'QQ
v
s Death a:\
&
N
)

Whulst the above list can directly link an IP discontinuation event as being due to a lack af
asthma control, the list 1s not exhaustive. As a result, a sponsor review will be conduc o on a
case-by-case basis to identify any additional discontinuation events which can be atffibuted to
a lack of asthma control. The final review of IP discontinuation reasons will be cﬂ-l‘ﬁucted

prior to database lock and unblinding of the study. {\d\
5.1.3 Changes in maintenance therapy %;\0
o

All changes in maintenance therapy will be recorded on the eCRF, spe@ca]ly under the
concomitant medications page with the Therapy Reason = * Asthma Maintenance’ highlighted
and identifiable by having start date on_ or after the date of randﬂ@atiﬂn.

A prescnibed step-up in maintenance medication will be md;c@ve of a change in mamntenance
therapy due to a lack of asthma control. Changes due to st@up or or step down 1n

maintenance treatment will be identifiable on the ’Q
S &
5.1.4 Type 1 error control Q DQ'
Ounly data collected up to the primary da 1@( (see section 1.4) will be included 1n

prnimary, secondary, and exploratory efﬁ?ac @alyses There will be no efficacy analyses
conducted on any data which may b le@:d after the primary database lock and up to the
final database lock for patients age& @ years.

%S

Q
Comparisons of BDA MDI 80/ ISO\@ versus AS MDI and BDA MDI 160/180 pg versus AS
MDI for the primary endpomnt, tisf to first severe exacerbation using the efficacy estimand,

will be conducted using Hoch{]:grg’s step-up method (Hochberg, 1988).

The type-I error will be cortrolled for secondary endpoint treatment comparisons via a
hierarchical testing pr ure. The following secondary endpoints will be tested under the
efficacy estimand m@e following sequential order, grouped by secondary endpoint:

O
Annualized sev? exacerbation rate

1 BDQ,&DI 160/180 pg versus AS MDI 180 pg
2 @JA MDI 80/180 pg versus AS MDI 180 pg
v\’
&
T annualized dose of systemic corticosteroid

KZI 3. BDA MDI 160/180 pg versus AS MDI 180 pg
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4. BDA MDI 80/180 pg versus AS MDI 180 pg 'Q;Q\
v

Asthma Control Questionnaire-5 (ACQ-5) change from baseline responder analysis at Week E?
24 K,;?
)

5. BDA MDI 160/180 pg versus AS MDI 180 pg

‘@Q
&
6. BDA MDI 80/180 pg versus AS MDI 180 pg _S_Z’Q
@
Asthma Quality of Life Questionnaire for 12 years and older (AQLQ+12) cha:@ from
baseline responder analysis at Week 24 .@
v\’
{d
7. BDA MDI 160/180 pg versus AS MDI 180 pg 1&;5\\
'S
£

Statistical tests for the secondary analyses will be conducted a 5% level of significance
(2-sided). Inference for a test in the defined order is dependsiit on statistical significance
having been achieved in the preceding tests, 1f this 1d no ieved then nominal p-values will
be provided. As per the primary analysis, compagions G"BDA MDI 160/180 versus AS MDI
will exclude the pediatric population, whilst cn&{m@%s of BDA 80/180 versus AS MDI will

& BDA MDI 80/180 pg versus AS MDI 180 pg

include all ages. \’:\D
yod
('v
Statistical sigmificance can only be clai key secondary endponts 1f a statistically
signmificant treatment effect 1s obs BDA MDI 160/180 pg and BDA MDI 80/180
pg versus AS MDI for the pnmary of time to first severe exacerbation
5;*“

5.1.5 Analysis methods ;\\1_
All tests will be 2-s1ded and at ﬁ level of significance unless otherwise stated. Adjustment

will be made using the Hm]}z@g procedure (Hochberg, 1988) for the 2 pnmary companisons.

H\-
In addition to the analys Hiescrihed below, all vaniables will be summarized descnptively
where appropnate. \)Q
&

Unless otherwis Egted, descnptive summanes of continuous endpoints will include: the
number of ev. Ei')le subjects in the analysis (n); Mean: Standard Dewviation; Median;
Mimimum; mmum. Summanes of categornical endpoints will include the absolute counts
and perc@ge, with the denominator used in the percentage calculation clearly defined mn the
funtno@.%f the table. Unless stated otherwise, the denominator will be the number of subjects
in t%s}naljrsis set used for the descniptive summaries of counts and percentages.

&
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5.2 Subject Disposition Q‘Q
v

Subject disposition will be summanised for all subjects. The number of subjects who were a:x
enrolled (provided informed consent), run-in and not run-in will be summansed. The num
and percentage of subjects will be presented by the following categories; randomized, not 5‘-
randomized (and reasons), randomized who received randomized treatment, randomizg@ho
did not recerve randomized treatment (and reasons). completed, and discontinued the@d},r
(reasons). If the reason for premature discontinuation is “Development of study c
discontinuation criteria” then the specify field. which contains standard text, wng reported
as a sub-field in the summary table. For categories that are pﬂst—randmzatm&%mman
will be further split by treatment group. f?
o~
A separate table will present the number and percentage of subjects ra@mjzed to each
treatment group, by region, country and centre. This table will be b@d on the Full analysis
set. 2
O
5.3 Demographic and Baseline Chara ctt:@gﬁcs

Age (years), sex. race, ethnic group and region willhe m@gm‘ised by treatment group for the
full analysis set. Percentages for demographics c@acl@sﬁcs will be based on number of
subjects with evaluable data. Baseline charactegﬂ‘tiwi]l be summansed by treatment for the
full analysis set. These include subject ch fics (weight, height. BMI), previous
disease-related treatments, medical and sprgic stories, asthma history variables collected
on the CRF, and the eDiary vanables. @ S@mary of demographic information will be

repeated on the patients aged 4 to lé‘:ipa:&‘)ﬁ the full analysis set.

FEV1 (pre and post-bronchodilator at&ereening)- and reversibility will be summarized at
screeming and baseline by treatmet@r pre-bronchodilator FEV) was not in the required range
at Visit 1, patients may attend a{ﬁst at Visit la, in these instances, the pre-bronchodilator
result at Visit 1a will be chDsEﬁin the summary of lung function at screening. Lung function
reported at baseline will b&f@p-eated for patients aged 4 to 11 years in the full analysis set.

)
Baseline ACQ-5, and recorded at baseline will be summanzed descniptively by treatment
group. Asthma duratton (defined by Time in years since asthma diagnosis, and Time 1n years
since asthma s ms started) and the number of severe exacerbations in the previous 12
months will b@fﬂmma:ized by randomized treatment group. for all subjects mn the full analysis

set.
\QE}

Medici@'nd surgical histories will be summarized by MedDRA preferred term within

Med\)%RA system organ class.

king status will be summanzed categonically as the number of subjects who have never
@’Z!smoked or are former smokers and grouped by randomized treatment group. Nicotine pack
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years, e-cigarette pack years and total (nicotine + e-cigarette) pack yvears will be summarized 'Q;Q\
v

as a continuous endpoint by randomized treatment group. <
O
Additionally, asthma history variables collected on the eCRF will be summanzed ‘73)
categorically. and time since diagnosis of asthma and time since severe exacerbation will B¢
summarnized as a continuous scale and present the median, minimum and maximum reglggl by
‘-’Z!Q
t\-
A=
@

o

Exposure to study medication will be summanzed descniptively for the saf;téhnalysis set as
the total duration (days) from the first dose to the last dose (inclusive) of.@domized study

treatment group.

54 Treatment Exposure

N
drug 2
_ _ . D
Summary of exposure will also be displayed as the total daily nm:nlﬁ of puffs of IP. Please
refer to Section 5.8 4 for further details. d‘
S
. i . =S
5.5 Analysis of the primary variable >

Only data collected up to the primary database 1ooQ‘}se@cﬁm 1.4) will be included in
prnimary efficacy analyses. There will be no eﬂie?y yses conducted on any data which
may be collected after the primary database({;]@: aéé‘\up to the final database lock for patients

aged 4 to 17 years. AN A
O

The planned treatment comparisons fc{ﬁe@crnary analysis of time to first severe asthma
exacerbation are: Q' v
O

-
« BDA MDI 160/180 pg v@us AS MDI 180 pg (superiority, primary objective)
« BDA MDI 80/180 p@&rsus AS MDI 180 pg (superiority, primary objective)

Y
The comparison of BDA 160/180 pg versus AS MDI 180 pg will exclude the pediatnic
subjects (subjects aged & 11 years) as they will not be randommzed to BDA MDI
160/180 pg. For this 1s the age covaniate will only have the 2 levels >12 to 17 and >18.

However, the primeﬁ analysis for comparison of BDA MDI 80/180 pg versus AS MDI
180 pg will incl@ subjects from all age groups.
&

&
Formally, t%*hu]l and alternative hypotheses for compansons are:

Q
Hy: Hazard ratio (BDA MDI versus AS MDI) =1,

v\r
H@?ﬂzard ratio (BDA MDI versus AS MDI) + 1.

H\-
@Q
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The pnimary vanable, time to first severe asthma exacerbation, will be analyzed using a Cox Q‘\Q\
v

proportional hazards regression model to compare treatment arms. The model will be adjusted
for the randomization stratification factors (age group [= 4 to 11, =12 to 17, >18]); region &
(North America, Western Europe and South Afnica [Region 1] and rest of world [Region 2 9
and number of prior severe exacerbations (1. =1) in the 12 months prior to randomizatim;b e
SUmMmMary measure to compare treatments 1s the estimated hazard ratio which will be pqsgnted
with the corresponding 95% confidence interval and p-value. -\-@Q
Primanly, time to first severe exacerbation will be conducted under the eﬂicacgegltimand and
will consider severe exacerbation events occurnng prior to the discontinuati fIPora
change 1n maintenance therapy. All patients who are randomized and are %‘.ﬂ: of the full
analysis set will be analyzed according to the strata they were a]located@\in IVRESTWES_ A
sensitivity analysis will be conducted based on patients’ actual strata_@h assess the impact of
miss-stratification on the model results. The primary analysis of mré\ to first severe
exacerbation will consider events identified via an independent aﬁjudicat:inn commuttee. A
sensitivity analysis will be performed which excludes the adj\\’@cated events from the

endpoint denivation. A \(’P

A supportive analysis will be performed 1n wha Qat' X will be censored at the earliest
occurrence of: randomized treatment discont'gﬁ changes in maimntenance therapy, the
onset of a COVID-19 related treatment ergégem(gme event or a treatment interruption due

to COVID-19. O &
X

Additional supportive analyses ,4?\1:‘3(:1:0 estimand. using analysis methods as per the
efficacy estimand (above), but includi post-IP discontinuation or changes in
maintenance therapy will be conduc@

L

'S
Finally, these analyses will be r@%tﬂd under the attributable estimand. 1n which censored
results will have event times j ted under an informative censoring assumption. Further
details are provided in Sec‘g&l 5.10.

)

The assumption of pr ionality will be assessed. Proportional hazards will be tested firstly

by examuming plots & complementary log-log (event times) versus log (time) and, if these
raise COnCerns, g a time dependent covanate (adding a treatment-by-time or treatment-
by-ln(time) in@action term) to assess the extent to which this represents random vanation. If
a lack of pr&)ﬁrliﬂnalit_v 1s evident the vanation in treatment effect can be described by
presenﬁq%@mcewise hazard ratios. If lack of proportionality is found this may be a result of a
tream:\’@—by—covaﬁate mteractions, which will be mvestigated.
T@fmber and percentage of subjects with at least one severe exacerbation post-
@domizatinn and prior to discontinuation of randommzed treatment/ change in mamntenance

o@e'ﬂnﬂapy due to lack of asthma control will be summarnized by treatment group. Additionally,

O
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the number of subjects who have been censored along with the reason for censonng 'QQ
v

(completed study pnior to first exacerbation; discontinued treatment due to asthma; change in <
maintenance therapy due to poor asthma control; death; other). These descniptive summanies \)CJ
&

will be repeated under effectiveness estimand. ‘5\

Reverse Kaplan-Meier plots for time to first severe exacerbation will be mcluded and v@ﬁ‘\ be
presented by randomized treatment. ‘-'Z!Q
t\'

A=
5.6 Analysis of the secondary efficacy variables @
For all secondary analyses the same treatment comparnisons as for the pﬁmz_l@nalysis will be
conducted (see Section 53.5). Please see section 5.1.4 for handling of the t{ﬁ?—] error control

N

for the secondary analyses. ib

Ounly data collected up to the primary database lock (see section l.igséi]l be included in
secondary efficacy analyses. There will be no efficacy analyses énducted on any data which
may be collected after the primary database lock and up to th@nal database lock for patients
aged 4 to 17 years. C:P

Q

5.6.1 Severe asthma exacerbation rate O -QQ

Amnalysis of severe asthma exacerbation rate m@t the efficacy estimand in the FAS
population. Annualized severe asthma exaaéﬂﬁa il rate will be analyzed using negative

binomial regression to compare trea 0@3 The response vanable in the model will be
the number of severe asthma exacer *Jhe model will adjust for (age group [> 4 to 11,
>12 to 17, >18]); region (North Anf@rica, Western Europe and South Africa [Region 1] and
rest of world [Region 2]); and num! riofr severe exacerbations (1, =1) in the 12 months
prior to randomization. Analyses o{@e annualized severe asthma exacerbation rate will be
repeated under the de facto esti and will consider all severe exacerbations up to patient

withdrawal from the trial. Y
N

The logarithm of the tim ét?lsk of experiencing a severe asthma exacerbation will be used as
an offset vanable in the§hodel Time dunng a severe asthma exacerbation or 1n the 7 days
after an exacerbatin@ not be mncluded in the calculation. From the negative binomial
model, the annua}-@vere asthma exacerbation rates will be estimated, and the summary
measure for lhe@mpa:ison of treatments will be the estimated rate ratio which will be
presented witbo'ihe corresponding 95% confidence interval and p-value. The overdispersion
te will be included in the output.
o
Sevesé;sthma exacerbations will be summarised descriptively as the frequency and
tage of subjects with at least 1 severe exacerbation, the number of severe exacerbations
to IP discontinnation or a chance in mamntenance therapy and the total number of severe
@éxacerbations per treatment-year. Number of severe exacerbations per treatment-year will be

CONFIDENTIAL AND PROPRIETARY 54 of 81



Statistical Analysis Plan Avillion S
'4\\‘,

AVO003 2.0 300072021 éb’
calculated as described 1n Section 4.3.1. The aforementioned descriptive statistics will be 'QQ
summarised for all severe exacerbations and will be further broken down into: Severe v

exacerbations requiring systemic corticosteroid use; severe exacerbations requiring \)C?
&

hospitalization; severe exacerbations requiring emergency room visit/ urgent care visit. ‘5\

An overall summary of severe asthma exacerbations during the treatment period will be@Q

summanzed descriptively, presenting the frequency and percentage of subjects who at
least one severe exacerbation duning the study (Yes/No); The number of exace:tba?hs per

subject, described both as a categonical and as a continuous endpoint. 6\
_ ) ) ) N
The cumulative total days of severe exacerbations will be summarized by @ttﬂeﬂt group.
The total number of days of severe exacerbations per subject will be sunginarized as a
continuous endpoint. 2
D

The signs and symptoms of asthma worsening will be smnmarised?ategnrically as the
frequency each symptom 1s observed per severe exacerbation REOT to IP discontinuation or a
change in maintenance therapy. The denominator for perc?%e calculations will be the

number of exacerbations. A S
X R

Time-event plots for severe exacerbations will g p%&ced from the full analysis set and will
be grouped by randomized treatment. \,"\D
yod

Q2

q}

5.6.2 Asthma Control Questiun@r
Overall ACQ-5 Score ({9

90;
",

The overall ACQ-5 score and iudiﬁt@nmains, including change from baseline, will be
descnptively summansed by treanaéﬂ and visit, prior to IP discontinuation or a change 1n
maintenance therapy. @_‘b

Amnalysis of change from ba@iz}le m ACQ-5 at Week 24 wnll target the efficacy estimand in
the FAS population. Thﬂgéatmem effect for change from baseline in Overall ACQ-5 will be
estimated using a mix@nndel repeated measures (MMRM) analysis. All scheduled
assessments up to am}qncluding Week 24 that are within the visit windows (section 4.1.5) will
be included in E"Qodel, with terms for treatment. visit, treatment® visit. and baseline ACQ-
3. The model wgl also be adjusted for the randomuzation stratification factors (age group [> 4
to 11,212 to\ﬁ , =18]); region (North America, Western Europe and South Africa [Region 1]
and rest ofWorld [Region 2]); and number of prior severe exacerbations (1. >1) in the 12
month of to randomization. The variance-covaniance matrix will be assumed to be
unst@etured_ Kenward-Roger denominator degrees of freedom will be used (Kenward and
R@f 1997). If the procedure does not converge, then a compound symmetric vanance-
@wariam:e matrix will be used instead. This model will be used to give an overall assessment

Q:'of the treatment effect as well as 95% confidence intervals and associated p-values.
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=3
Change from baseline will also be described descriptively for all study visits, including the Q‘\Q\
EOS visit/PDV and the safety follow-up telephone contact. Q‘b

O
In all the scenanos above, baseline is defined as the most recent score before and i11-::ludirnig“'\‘?.?jr
randomization (Visit 2). QD
_ _ o 9
Graphical plots of change from baseline ACQ-5 over time will also be presented usu@:u)del
estimates. _‘\‘_@
@

Responder Analysis d\
Responder status will be descniptively summanised by treatment and visité’\ﬂ:ﬂ number (%o)

of responders and non-responders. 4‘5\

The responder vaniable described in Section 4.3 3 at Week 24 will § analysed using a logistic
regression model to compare treatment groups. The model will lﬂf\adjusted for baseline ACQ-
5 and randomization stratification factors (age group [> 4 to.I>12 to 17, >18]); region
(North America, Western Europe and South Afnica glo@j and rest of world [Region 2]);
and number of prior severe exacerbations (1. =1) lQ e @m{mths prior to randomization.
From the logistic regression model, treatment e@m be estimated by odds ratios and their
corresponding 95% confidence intervals and@va%@%

AN A
The exploratory endpoint for responder aﬁalyosé"ét Week 12 will be analysed in a similar way.
w
The number and percentage of resp X be summansed descriptively for all ttmepoints.

O
5.6.3 Asthma Quality of Lif@esﬁunnaire +12 and Pediatric Asthma Quality

of Life Questionnairet-
The denominator for the AQLQ@% and PAQLQ summanies will be based on the number of
subjects within the respectﬁ;? e group for whom each questionnaire 1s applicable;
AQLQ+12 will include su{sj,ects aged 12 years and over whilst the PAQLQ will include ages 7
to 11 years old. Chﬂdre@geditto 6 years old will not be included 1n the denominator for
PAQLQ endpoint sugﬁaries and this information will be listed only.

O
The responder a@'ysis will be conducted in the same way as ACQ-5 (Section 5.6.2). The
exploratory eﬁmﬁt for responder analysis at Week 12 will also be analysed 1n a similar way.

The dmn@qrscores as well as the overall scores are calculated from the unweighted anthmetic
mﬂansg@ﬂ'm individual question scores. The treatment effect for change from baseline 1n
AQ 12 and PAQLQ overall scores up to Week 24 will be estimated in the same way as

5. using a MMBM analysis (Section 5.6.2). The PAQLQ will be analysed separately to
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Change from baseline will also be described descriptively for all study visits, including the 'Q;Q\
EOS wisit and safety follow-up telephone contact for each of the domains and the overall Q‘b
SCOTES. \)CJ
&

In all the scenanos above, baseline 1s defined as the most recent score before and mnch
randomization (Visit 2). ‘:_:}0

o
Graphical plots of change from baseline AQLQ+12 and PAQLQ over time will a]_ip%e
presented using model estimates. ;\z'

O

5.6.4 Total Systemic corticosteroid exposure ;QQQ

The total systemic corticosteroid exposure as total annualized dose of SgB{D will be presented
descniptively by treatment. A comparison in total annualized SCS do &between BDA MDI
80/180 vs AS MDI 180 and BDA MDI 160/180 vs AS MDI 180 w,iﬁ‘be analysed using a
Wilcoxon rank sum test and associated p-values will be presentfé*ﬁlong with the descriptive
summary. The secondary analysis of total systemic cm‘l::lcos expﬂsure with be analysed
under the efficacy estimand. The additional descriptive sta fics of 75%, 80 and 90%®
percentiles will be presented 1n the summary of an&)\.u SCS dose.

To help descnibe the difference in total annuahz(a?l dqse of SCS between treatment groups, the

predicted mean annualized dose of SCS wi o~ ted for each treatment group from a log-

normal hurdle model adjusted for randongiz @atm:nt group. The log-normal hurdle model

will be fit in SAS using PROC FMM model components: A constant distribution to

descnibe the zero events and a log—%nz]@sﬂibuﬁon component to describe the patients with
r@e 1s provided below:

o
&

proc fmm data=adam.adexs
where paramcd = '5Y 'Il‘ and FASFL = 'Y¥';

class trtllpn: ":\
model aval = trffflpn / dist=lognormal;
model / dist=constant:

oy
probmodel tr@lpn / CL;
output out@: d v / allstats:
rumn; )

O
Additionally, ﬂ:@lotal SCS exposure will be summansed descniptively as the total number of
days with S%attﬂﬂﬂt due to asthma for all patients. An exploratory descriptive summary
will be do@’fm’ all patients who admimstered at least 1 dose of SCS during the study.

a non-zero annualized dose. Examp

Explq{ﬁory analyses will be repeated under the effectiveness and de facto estimands.
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5.7 Analysis of safety variables Q‘Q
v

The safety analyses will include all data obtained up to the primary database lock (see section a:x
1.4) before subjects discontinue randomized treatment and will use the safety analysis set. 9\‘;‘?
All descriptive summaries and listings of patient exposure to randomized treatment, adans?
events, vital signs_ laboratory assessments and 12-Lead ECG will be produced to sumig%se

the safety of data for patients aged 4 to 17 years that was collected following the pgi

database lock and up to the final database lock. Al

o

5.7.1 Adverse events . 0“:”

~
AEs will be summarized by treatment group, system organ class and pre{v@:‘&ed term assigned
to the event by the Medical Dictionary for Regulatory Activities, using@e most recent version

available at the time of database lock. The following summanes w@ included:
v

£

» AEs in any category, which will include the number of Q.'rjects with: any AE; any AE

that 1s related to IP; any AE with an outcome of daeatlb‘:hny serious AE (SAE); and any
AEFE leading to discontinuation of imrest:igatimal g@%xt any OAE.

LRI

¢ Number of patients with AEs during th@d&ﬁpﬂed treatment period, by system organ
class and preferred term.! &

O
&&4,‘3‘
* Number of patients with most occurring AEs (at least 2% subjects 1n any
treatment group), by preferr g;‘g@
g

Q_

* Number of patients with AEs d@ag the run-in period by system organ class and
Q

referred term.
P ;\JS’

(o
¢ Number of AEs and evedtrate during the randomized treatment period, by system
organ class and prefe‘ﬁ term.?
H\-
s Number of pati Rwith AEs with an outcome of death, by system organ class and
preferred terma,Q
&

O
¢ Number E;‘pat:ients with AEs during the randomized treatment period by maximum
repong;flntensity, system organ class and preferred term. !

. tﬁgﬂer of patients with AEs during the randomized treatment period, by preferred
@m and relationship to IP, as assessed by the investigator. !
v\’

Number of patients with AEs during the randomized treatment period by preferred
5\- term and outcome.
@
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¢  Number of patients with SAE duning the randomized treatment peniod, by system 'QQ
organ class and preferred term.! Q‘b
O
¢ Number of SAEs duning the randomized treatment peniod, by system organ class m:l;l\"'i?jr
)

preferred term ”

.@Q

¢ Number of patients with AEs during the randomized treatment period leadin
discontinuation of randomized treatment, by system organ class and prefi 2 term.

4,
s AEs duning the randomized treatment period assessed by the sponsor 8‘%& significant,
by system organ class and preferred term. -.'QG
"G
ib
S
s Number of patients with AEs duning the follow-up peﬁnd{\ﬁ? system organ class and

preferred term.” QD
-0
3
! AEs occurring during the randomized treatment period :.\:%El'\'imzlude the mcidence rate. The
=~

o
incidence rate 1s defined as the number of subjectsgwho %ve expenenced the event per 100
R
<
) QLS
MNumber of events and event rates for Afﬁét'nd @Es will also be presented. Event rates are
defined as the total number of events ac%‘:st a&{s‘ﬁb]ects in the treatment group per 100 subject

treatment years. Q' X
& >

The number of patients with adverse p{&ﬂ; occurring post-randommzed treatment
discontinuation will be summa:ise:it_ @arately_

* Non-senious AEs (frequency == 2%) by preferred term. !

subject treatment years. C)O

'S
For AEs leading to death, AEs @iﬂg to discontinuation of randomized treatment, and all
SAEs will be listed by subjec@Jd treatment group, and will include the following key patient
information: Sex; Age at s-tg(ﬁ'},r entry; AE term as reported by the investigator; AE preferred
term; time from start of tf@atment to onset of AE (days); time from start of treatment to
becoming serious (daﬁ; outcome; Action taken with randomized treatment; Causality to
randomized treatn‘:‘l\'gl‘?

All AEs will a&bbe listed for each subject and will include analysis phase (run-in;
randomizer%i%ammnt period; follow-up); age/sex/race; AE reported term and preferred term;
start of elative to randomization and duration of event (days); maximum intensity; serious
(Y/N?’\Qgﬂnn taken with randomized treatment; causality with randomized treatment; outcome

of AP
& o
.@'summarjr of number of patients with adverse events. by system organ class and preferred

Q:'term will be produces and grouped within maintenance ICS dosing category
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=3
(low/medium/high). Please refer to section 5.8.9 for details on the denvation of total daily 'Q;Q\
dose of maintenance ICS. >

&
Additionally, the number (%) of patients with adverse events associated with local ICS (as ‘73)
defined in section 4.5.2.5) will be presented overall (at least 1 local ICS-related AE) and
preferred term for patients in the safety analysis set. Additionally, these AEs willbe -O
summansed within maintenance ICS dosing category (low/'medinm/high). A listing g?CS
related AEs will be produced which will include the total daily number of puffs o -kndommed

treatment (puffs/day) and background mamtenance ICS dosing category (low/! um/high).

N
A similar output will be produced displaying the number (%) of patients wﬁ@adverse events
that are associated with systemic ICS effects (as defined in section 4.5_%2; .
A

Separate tabulations of patients with AEs of Pneumoma (nnn—COV@lQ related; COVID-19
related) will be presented by treatment group and daily maintenas@?]ﬂﬂ dose.

Separate tabulations of patients with AEs associated with C@}lg will be presented by
treatment group and daily maintenance ICS dose. A \\(’P

- X K
5.7.2 Vital signs O Q‘b
Absolute values and changes from baseline 3 ﬁ&@igﬂg vanables (Section 4.5.1) will be
descnptively summansed by visit and trew{mp.

v .90

Baseline 15 defined as the most rece:@n— sing measurement before and mmcluding
randomization (Visit 2). & %‘b
Height will be collected for patientsg'\ﬂr years of age at Visit 6 (Week 24) and the End of
study or Premature disconﬁnuaﬁo'g\ﬁsit, where applicable. These additional assessments of
height will be listed only. &

5.7.3 Clinical chemisﬁ' and hematology

Absolute values and ch3$5 from baseline in climical chemistry, haematology parameters and
cortisol will be by treatment group and visit and will also be listed by subject.
Absolute values wi compared to the relevant reference range and classified as low (below
range), normal (61 in range or on lhmits) or high (above range). All values (absolute and
change) fallin tside the reference ranges will be flagged. Additionally, shaft tables
presenting t& shaft from baseline reference range indicator (Low; Normal; High) to the
maximusign—tteatmcnt result will be summarized descnptively by randomized treatment
gmupkd;% laboratory parameter.

&
B@\m’ne 15 defined as the most recent non-missing measurement before and mcluding
@@ndomizaﬁm (Visit 2).
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Subjects with cases meeting potential HL critenia (see Section 4.5.3) will be additionally 'QQ
v

listed. Scatter plots grouped by randomized treatment will show the maximum post-baseline
ALT and bilirubin concentrations, as multiples of the ULN, on the x and y-axis respectively. \)C?
Reference lines of ALT (multiple of ULN) = 3 and bilirubin (multiple of ULN) =2 9\59
representing the threshold cnitenia for HL (Section 4.5.3) wiall be added to the figure. QQD

=
In all descniptive summaries by treatment group, laboratory results which are above ggg upper
limit, or below the lower limit of quantification will be represented numencally a

corresponding limit it exceeds. The original standard result (‘< x’; ‘= x") will b&.prescntcd in

the listings. '
L
&
5.7.4 12-Lead ECG ‘5\\
The 12-Lead ECG vanables descnibed m Section 4.5.3.1 will be sumqignzed descniptively by
treatment group and visit. Q}
o
Baseline 1s defined as the most recent non-missing m.easmemét taken before and including
randomization (Visit 2).
A &
5.7.5 Concomitant medication OQ fb-QQ
The number and percentage of subjects who 63 a@v&d concomitant medications, and those
who take disallowed concomitant mﬂdicat'uﬁs the study. will be presented by treatment

group and ATC classification (i'hlevel)éﬂ @eric term.

Summaries will be grouped by pni yrtion, concomitant medication occurring during the
randomized treatment period and concpilitant medication occurring during the follow-up
perniod (1.e. post-randomized treatmeé'\discnntiuuation)_ Definitions are provided in Section
4.6.1. Maintenance medication wjgtaot contribute to these summanes and will be presented 1n
a separate table. N
S
5.8 Analysis eﬁtxplm'atmw variables

The treatment cnmpari@ns in the exploratory analyses given below are compared in the same
way as the primary @ysis.

O
Ounly data cnﬂe@d up to the pnmary database lock (see section 1.4) will be included n
exploratory e@acy analyses. There will be no efficacy analyses conducted on any data which
may be cn@tt&d after the primary database lock and up to the final database lock for patients
aged 4 té‘i? years.
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5.8.1 Deterioration of asthma ‘\Q\
7

Annualized deterioration of asthma and time to first deterioration of asthma wll be analysed a:x
in the same way as the time to first severe asthma exacerbation (Section 4.2.1) and annuahze@
severe asthma exacerbation rate (Section 5.6.1). 'D

Time-event plots for asthma deteriorations will be produced from the full analysis set nﬁ will

be grouped by randomized treatment. *5.3’
A=
@
Reverse Kaplan-Meier plots for time to first detenoration of asthma will be mc&dcd and will
be presented by randomized treatment. ) OQ
Ny
Plots of mean daily moming PEF, daily total reliever therapy use and d,g]? total asthma
symptom score, along with standard error bars, will be plotted over a '3 day interval either
side of the onset of the patients’ first deterioration of asthma event,b'Q

o

5.8.2 Pre-bronchodilator FEV; 0{\

The treatment effect for change from baseline in FEV1 (L) ssill be estimated using a MMRM
analysis. FEV7 data from all visits up to the earhe %f‘i@e 24 and prior to IP
discontinuation or change 1n mamtenance thera 1 included in the model, with terms
for treatment, visit and treatment*visit with i V1 included as a covaniate. The model
will be adjusted for the randomization stra)uil‘t 1081 factors (age group [=4to 11, >12to 17,
=18]); region (North America, Western @nd South Africa [Region 1] and rest of world
[Region 2]); and number of prior s:;? bations (1, =1) in the 12 months prior to

randomization. Visit will be fitted cafdgornical vaniable, and the vanance-covanance

matrix will be assumed to be uns Kenward-Roger denominator degrees of freedom
will be used (Kenward and Roger @) If the procedure does not converge then a compound
Symmetiric variance covariance x will be used instead. This model will be used to give
assessments of the treatment as well as 95% confidence intervals and associated p-
values at Week 12 and Wtzc;l@ _

Q

A figure showing the Dge from baseline in pre-bronchodilator FEV] at each post-baseline
visit up to Week 24 be presented using the LS means and 95% confidence mtervals from

the MMRM modeld@escribed above.
O

Baseline is as the most recent non-missing measurement before and mncluding

randomlz%bn (Visit 2).

FEV1 ﬂt hmm:hﬂd:l]ator will be summarised descniptively by treatment group and all

ed visits.
&
H\-
-~
@
0@
o
b@
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5.8.3 Morning peak expiratory flow Q‘Q
s

The mean value of change from baseline 1n morning PEF data from randomization to IP o
discontinuation or a change 1 mamtenance therapy will be analysed by analysis of covanan

with treatment as a factor and, baseline morming PEF score as a continuous covariate. The ,5\
model will also be adjusted for the randonuzation stratification factors (age group [> 4}6@ 1,

>12 to 17, =18]); region (North America, Western Europe and South Africa [Region d

rest of world [Region 2]); and number of prior severe exacerbations (1, =1) in the onths
prior to randomization. The summary measure for the companison of treatments be the
estimated mean difference. presented with the corresponding 95% confidence f@terval and
associated p-value. . OQ

"
&

o
Additionally, a BM analysis will be conducted and will be partitioned 3 N 4-weekly time
intervals across the randomized treatment period. The analysis mod@l,vill additionally include
time point and treatment®time point as factors and associated p—v&‘?e.
O

Change from baseline in morming PEF will also be mmaﬁvz\@)y treatment group using
summary statistics. A . i
5

For all scenarios above, baseline morming PEF 1 ﬁvﬁg as the average during the 10 days
prior to randomization (Visit 2) dunng run-1 ql@g PEF will be captured via the eDiary.

&N
5.8.4 Other eDiary variables ({} §
Evemng PEF. asthma symptom scor é- . might-time, total), night-time awakenings (%),
symptom-free days (%), reliever thétapy fpee days (%) and asthma control days (%) will be
analysed in the same way as mnmmg& .

@
Baseline 1s defined as the averagqg}:liug the 10 days pnior to randomization (Visit 2) duning

un-in. {f\

5841 Reliever thera "%se

Reliever therapy use, dj@ayed as total daily number of puffs of IP will be analysed in the
safme way as momin%ﬁSF_

O
Reliever thempya;?e will also be summansed descriptively to describe the additive steroad
effect of BDA:ffDI treatments. More detail on these data presentations are detailed in section
589
,QEI

v\’
5.8.5 QO Time to treatment discontinuation or change in maintenance therapy for
> lack of asthma control

&
o
i&\l‘e to treatment discontinuation or change 1n maintenance therapy for lack of asthma control
@Qrill be analysed as per the primary analysis described 1n Section 4.2.1.

&
&
S
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5.8.6 Asthma Control Test Q"\Q\
The ACT/C ACT will be summanized as per the secondary analysis of change from baseline a::b
and responder analysis in ACQ-5 m Section 5.6.2. 93)

N
Baseline 1s defined as the most recent non-missing score before and including random.tz@c?n
(Visat 2). g,_.}o

Q’Q'

5.8.7 Asthma Control Questionnaire-5 exploratory variables "\.“"

The 3 factor categorization of ACQ-5 (Improvement; No change; Worsening) ‘éll be analysed
using a logistic regression model in the same manner as for the binary respng% of ACQ-5, see

Section 4.4.5. {b
N
_h‘b
The changes from baseline ACQ-5. 2-factor clinically meaningful difference (response; non-
response) and 3-factor categorization of ACQ-5 (Improvement; N ge; Worsening) will

be further analysed 1n all subjects who are, at most, partly cont{\ ed at baseline (1.e. baseline

ACQ-5=0.75). ;QO
The secondary analysis of ACQ-5 responder sta X éz;_ﬁ.z} will be repeated and

exclude patients where their Week 24 ACQ-51 \hﬁcnllected remotely. This will be
conducted to assess the impact of COVID-19, th@econdaxy analysis of ACQ-5.

'~'</

5.8.8 Asthma Control Quesnum@n e@@xpluratun variables

The secondary analysis of AQLQ+12, %k status (section 5.6.3) will be repeated and
exclude patients where their Week Z#AQDQ+12 result was collected remotely. This will be
conducted to assess the impact of CQ& -19 on the secondary analysis of AQLQ+12.

5.8.9 Total additional mllﬁed corticosteroid exposure

Descriptive summaries of the qtal daily number of puffs of IP will be presented for all
patients in the full analysis s’é\ and per the effectiveness estimand will include rescue
medication mhalations oqgl\'nﬂ.ng from the date of randomization and up to treatment
discontinuation, regﬂaiﬁs of any changes 1n maintenance therapy. These descriptive
summaries will be er broken down into the ICS maintenance dosing categonies
(low/medium/h1 c!als described 1n section 4.4.6) across all background medication. The
continuous sugffnaries of total number of daily puffs will additionally report the 25% 75% and
90% percentilet per treatment group, along with the standard descriptive statistics.

Q
Tables gBmean total daily ICS split by maintenance ICS subgroups will be repeated, but

shnvegxg the budesonide dose (pg) contribution of the BDA MDI applied to the respective
tn&l)number of puffs.
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Additionally, descniptive summanes of total daily dose within background ICS dosing 'Q;Q\
v

category (low/medium/high) will be repeated for the following individual background <
medication drug name categories: 0":)
&

=
¢ Budesomde O

.@Q
* Fluticasone propionate Q?‘:
@
@

¢ Beclometasone <
8]

¢ Fluticasone furoate ;QOQ
"G
¢+ Mometasone _h‘b

Y
Drug name categories will include all mamntenance treatment of thta%fS regardless of inhaler
type or whether administered as a monotherapy or a cnmhinatiﬂihlerapy_

- O
Summary statistics displaying high use of reliever medicati \(:’:4, ==§ and >=12 mhalations

on one day) will be produced. The summary will @t grouped by subjects meeting the
above threshold on at least one occasion; on at T@:secutive days; and on at least 14
consecutive days. o

D i°

Total daily number of puffs of IP will be @h@;bummanzed by the frequency of patients

meeting the following mean total MWES over the randomized treatment peniod:
* >0 to <2 puffs per day Q‘ch'b

* >2to <4 puffs per day E‘F

e >4 to <6 puffs per day N

s >6to <8 puffs per day &

= = 8to <10 puffs per

>10to< 12 puffstgerday

R
5.9 Suh%ﬁlp analysis

5.9.1 Eﬂi{:g@subgruup analyses
All primary arugtecondmy endpoints, and exploratory endpoints of time to first detenioration

of asthma, tom-free days, reliever therapy free days and asthma control days over the
randomjzgatteammnt period will be further analysed by subgroup variables as defined 1n
Table 4£°

&

ittonally, compliance with baseline maintenance therapy descniptive summanes will be
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Table 4 Subgroups ‘\Q\
R
Group Subgroup 53
Sex Male a_?:}
Female 6\
o
Age group (vears)® Children: =4 - <12 &}0
Adolescents: =12 - <18 \E’Q
Adults: =18 - << 65 . Q:::E
. o’
Elderly: = 65 U{\
Severe exacerbations 12 in the last months 1 ) ‘?
prior to randomization A
=
=1 A
. Nl
Smoking Never < v
Former o
Region 1 North ﬁmeri.c;”'&a estern Europe and South Africa
Res&gi"w(ﬁhsr
Reoi ” ") -
eglon 2 q@ r

rid

g;%ttﬁﬁ

-¢
Maintenance therapy at baseline (GINA 21’)@\ ’L\qﬁ? dose ICS-LABA (= LTRA. LAMA_ or
(ﬂ’leuph}flliue] or Medium dose ICS (= LTRA,

?—
¢9 5“5 AMA, or theophylling)
&0 | Medium dose ICS-LABA (+ LTRA, LAMA, o1
N theophylline) or High dose ICS (+ LTRA, LAMA.
;\\’S’ or theophylline)
5{2&
63\ High dose ICS-LABA (+ LTRA. LAMA, or
L theophylline)
-
Baseline FEV, ﬁD < 60% PN
X > 60% PN
f? — .
O
t\'
(s}
* Children ang4tolescents (==4 to <18 years) may have not completed the 24-week follow-

patient

up visit by priinary database lock. The subgroup analysis tables programmed will include all
tﬁ@ﬂeﬂed up to the pDBL. regardless how much exposure time a patient as

accrued~To assess the potential impact low exposure time in these specific ages, analyses in
thesg-auhgmups will be repeated but only include patients with:

&

H\'

@Q e At least 24 Weeks on treatment (or prematurely discontinued prior to Week 24)

L ]
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For all subgroup analyses, if there are less than 20 subjects/events available, or the model does
not converge. then just descriptive (summary) statistics will be presented. Repeated measures

analysis models will be tested under a compound syimmetric covariance structure before \)é\
resorting to descriptive summaries only. s.f-’

o
For time to first severe exacerbation, severe exacerbation rate, ACQ-5, AQLQ+12 res t@%ﬂr
analysis, time to first deterioration of asthma, symptom-free days. reliever therapy fgédays
and asthma control days similar models to the overall population will be carried o Ebut

adding treatment-by-subgroup interaction as factor into the model. The p-valuefo= 0.05) for
the Type-III effects of the treatment-by-subgroup interaction terms will be p@sem&d in the
analysis tables. Q"}b

N

For repeated measures analysis: ACQ-5 and AQLQ+12. a similar mogde] to the overall
population will be carried out but adding treatment-by-subgroup, s oup-by-visit. and
treatment-by-visit-by-subgroup. The 3-way interaction will be 118(‘1 to estimate the least

squares mean of the treatment effect and its corresponding 95&*(?1 by visit.
<$
Forest plots for the primary endpoint of time to f'u‘sL‘geve;\:@%acerhatjon will be provided,

presenting the overall and subgroup categories ’rr@n%@ffects and their associated 95% CI

will be generated. O o
Q 0
& >
5.9.2 Safety subgroup analyses (:;\ ;\{\,
The following subgroup variables wil -:gggdered for safety analyses:
Fal fh‘b
Group ‘g/o‘” Subgroup
Sex ‘_,;;\\ Male
Q" Female
Age group (years) 4.;(\‘ Children; >4 - <12
H‘I‘f‘v Adolescents: =12 - <18
ﬁD“ Adults: =18 - < 65
S Elderly: > 65
=
Region . O TSA
@E? Non-USA
N
\ler
The fc:r]l{\@ﬁ'ﬂlg safety analyses will be repeated within the aforementioned subgroups:

\r
-é% Number of patients (and incidence rate) with AEs during the randomized treatment

\,@ period. by system organ class and preferred term.
o~
&
&>
E)G
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¢ Number of patients (and incidence rate) with SAEs dunng the randomized treatment Q“Q\
period, by system organ class and preferred term. Q‘b
O
&

5.10 Supportive analysis &

o
- O
Multiple imputation tipping point analysis under an informative censoring assumptic@?}
(Censored not at random; CNAER.) will be conducted for the primary endpoint of mp@’ to first
severe exacerbation using the full analysis set. For subjects in the BDA MDI tﬁ&hﬂm
groups, this method will impute unobserved event times post early IP discom@?ationf change
in maintenance therapy for lack of asthma control, assuming they were mn@jkely to have a

5.10.1 Tipping point analysis

severe asthma exacerbation event than was implied under the censoring m (CAR)
assumption. For subjects in the AS MDI treatment group, event timei;ﬂu be imputed using
multiple imputation but will assume non-informative CAR. Q}Q

Reasons for early IP discontinuation and changes in maintenancﬁﬁhempy will be collected 1n

the eCRF and are detailed in Section 5.1.2 and Section 5.1.%f§pectively, along with criteria

which will be used to determine whether these iﬂtaimrep@rents are due to a lack of asthma
NS

control or otherwise.
> &

Appling informative censoring assumption ) o
O

Consider the Cox proportional hazards t}\tﬁasmd events of severe exacerbations:
O &

X ..QD
q‘_‘% \'i) = hyef? ¢))

&
for subject 7 and covanates as specified for the pnimary analysis Z;, h; 1s the baseline hazard
function for the Cox model aﬂdﬂ'are the parameter estimates from the regression model.

For a subject censored at ti i. We can impute the event time based on the hazard function
Qd‘
Q?Q h(t|t; > Ci, Z;) = hyePZitdi, 2)
O

Where a penal&?% will be applied and corresponds to the increased log-hazard of a severe
exacerbatiu&\}nr subjects in the AS MDI, § = 0 will be applied and this will correspond to
imputi Wnder a CAR assumption. For subjects in the BDA MDI groups, § > 0 will be
assig“tt:ﬁvfthey have discontinued IP and/or had a change 1n mamntenance therapy due to a
lack-gX asthma control. Otherwise § = 0 will be applied as with the AS MDI treatment group.
THSS will correspond to an increased hazard and consequentially a reduced time to event to
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The tipping point analysis will initialize with a § = 0 for imputing the event time for all 'QQ
v

subjects who are censored. For subjects in the BDA MDI treatment groups who discontinue <
the study and/or maintenance therapy due to a lack of asthma control, the penalty will be \)C-’
subsequently incremented with a step of 0.1 until either null hypothesis 1s not rejected or 5\%

& = 10 1s reached. An applied penalty of § = 10 would correspond to imputing event t@s

immediately after the observed censoring date. Q."'?
@
The multiple imputation process will be conducted using bootstrapped samples wi &

replacement within each treatment group to create 100 bootstrap samples. one @r each

imputed dataset. 0{*

Ny
To impute an event time for a subject who has been censored at time (;, ﬁ following hazard

function will be used to propose 4;. a time-to-event from censoring; wﬁg}e C; 1s the onigin of

follow up. The following hazard function can be used: &
v

S
ha,(t) = Ro(t + CeP?t *@ 3)

Where hy(t) and f§ are the estimated baseline haz@“ﬁ@mn and parameter estimates from
the Cox regression model for a single hﬂnt&tr&p@:lpl@q

N
Bender et al (2005) propose a method to s1 times from the hazard function given
in (3) which requires the cumulative bas h@d function. For the event time 4;, the
cumulative baseline hazard function 1s
&S
Q- ‘b
Hm%;?— Ho(t + C) — Ao (C) @)

Where Hy(t) denotes the cumulat&e baseline hazard function from the cox regression model
of a single bootstrap sample. leﬂ(\fn]lnwmg formula proposed by Bender et al (2003) can be
used to propose an event I:m;.\é*
§' A = Hz[~1og(Uy) e~P#m%] ®)

R

=)

Where H;l.l demég} the mverse of the cuomulative baseline hazard function for 4; and
U; ~ Unif (ﬂgjz) The inverse cumulative hazard H? can be calculated as

& Hz}(y) = min[t: Hy () = y] ©

8]
Dnce,,\’\ﬁ have A;. the overall event time can be calculated as C; + A;.

]:f@randﬂm number U; is generated such that Hy (t) < —log(U; )e'ﬂz‘_ai the event time to
& would be greater than the last event observed in the study, and in such cases we will impute
the subject as being censored at the end of the follow-up peniod.
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Each fully imputed dataset will be mndividually analysed using a cox proportional hazards Q‘\Q\
v

model as specified in the pnmary analysis. The estimates of the treatment effect. confidence
mtervals and p-values will be combined using Rubin’s rules (Rubin, 1987). As the time to qﬁ?
event data are not normally distnbuted, results will be combined on the log-scale and will IE}Q_CQ
back-transformed for reporting in displays. D{\
=

5.10.2 Attributable estimand '-’Z:Q%
Amnalysis of the attibutable estimand will be conducted for the primary endpoint @e to first
severe exacerbation using data obtained before subjects discontinne randomzed?treatment
and/or before a change in maintenance therapy and will use the FAS. Hnwe@g the data that 1s
censored due to randomized treatment discontinuation and/or a change in\ﬁjntenance therapy
will have their event time imputed on the basis of the percentile of the ﬁ MDI pro
distribution if the reason 1s reasonably attibutable to tolerability or of control. For all
other subjects who do not experience a severe exacerbation dmm%%e treatment period, event
times will be imputed using multiple imputation but will assu:agcﬁon—informaﬁve CAFR.

-0

3
Imputation methods specified i Section 5.10.1 will be iq]@mmted, using the 5% percentile
of the AS MDI treatment group time to first mere?xao@mtion instead of a delta-adjustment.
ie.. when imputing the BDA MDI or AS MDI E[Jb}\:ma? groups under the informative
censoring assumption, we will impute the t1 @Qcmmmg as A; = H,Iil [ﬂ.ﬂSE_EZ‘ ]- The
multiple imputed datasets will be analysee’}vﬂl(&:nx proportional hazards model as in the

primary analysis and results will be a sing Rubin’s rules (Rubin, 1987). As the time
to event data are not normally distri $Sults will be combined on the log-scale and will
be back-transformed for reporting ut-digplays.

N

5.10.3 Effectiveness estin:l:'-l[@iaI

Analysis of the effectiveness esﬁand for the time to first severe exacerbation will be
conducted in the FAS 1in Whi@\!]l observed data will be utilized regardless of whether
subjects experience a t:hm@'?m maintenance therapy for lack of asthma control.

)

Under this estimand, ﬁﬂgects not having any severe asthma exacerbation will be censored at
the date of their latascfcnntact prior to IP discontinuation, regardless of a change 1n

5.10.4 Deédacto estimand

Amnalysi the de facto estimand will be conducted on the FAS 1n which all observed data
will l;sﬁ)tlhzed regardless of whether subjects experience a change in maintenance therapy or
are .ﬁicontiuued from randomized study treatment.

@&he primary analysis of time to first severe exacerbation and secondary efficacy analyses of
severe exacerbation rate will be repeated under the de facto estimand and will include all
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observed data post-randomized treatment discontinuation, up until study 'QQ
completion/withdrawal. Additionally, all observed data will be utilized regardless of any {4
changes m maintenance therapy which may occur post-randomization. g?a:\

N
Please see section 4.2_1 for the calculation of time to first severe exacerbation and s.ectit:ui\o
431 for the derivation of the annualized severe exacerbation rate under the de facto esé@land
o
5.11 COVID-19 pandemic impacts é‘{.@’
Mandala 1s an on-going tnial throughout the coronavirus disease 2019 (CDV]D(}Q) outbreak.
It 15 important to be able to identify any potential intercurrent events due to g?V]D—IQ and to
be able to quantify their impact on the efficacy and safety profile of the at{@\y.
N
i
5.11.1 Visits impacted due to COVID-19 _ﬁ‘
Any missed visits due to COVID-19 will be summarnized by the s Qduled visit that was
missed and treatment group and will present the number and perEbntage of patients in the full
analysis set with a missed visit due to COVID-19. For eachy\@lt, the reason for missingness

will be further split into the following categories as E}ll&{@ on the eCERF:

. Subject decision due to pandemic cn@?ﬂs beQ

. Pandemuc related logistic 1ssues Q) @Q
0"

Similarly, visits that have been delay Yt-r &empleted remotely will be summarized

descriptively by treatment group. - Q‘i}b

A listing will be provided to show tt@.%\atient level nformation for all visits that have been

impacted by COVID-19. QJ}\

&

5.11.2 Premature disc%g‘iinuatiun due to COVID-19

If a subject cannot contin ith procedures and scheduled assessments due to COVID-19
post-randomization, will be withdrawn from the trial and will be asked to complete the
PDV. An additional £ifld has been provided on the discontinuation of mmvestigational product
eCRF page to indiéte whether or not the main reason for discontinuation is a result of
COVID-19 comglications.

\)‘-'9
All premzlEFE discontinuations due to COVID-19 will be summarized descoptively providing
the num&wr and percentage of patients in the full analysis set grouped by randomized
trea%&t.
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A separate listing of subjects who prematurely withdraw due to COVID-19 will be provided. Q‘\Q\
v

The listing will detail the reason for withdrawal and relationship to COVID-19. The listing of <
premature withdrawals due to COVID-19 will be based on the full analysis set. \)CJ
&

It 1s not expected that premature withdrawals will be related to randomized treatment. {\D
Therefore, the missing data subsequent to withdrawal will be considered as nussing at ‘:_:}D

random, 1n accordance with the efficacy estimand. ‘-'Z!Q
t\'
X w
5.11.3 Treatment interruptions due to COVID-19 6\@
Treatment interruptions will be listed by patient and the length of each dose @temlption that
are due to complications imposed by COVID-19. . ,?
,‘\\

v
5.11.4 ACQ-5and AQLQ+12 data collected remotely due {l} COVID-19

ACQ-5 and AQLQ+12 may be collected remotely due to reasons r@t&d to COVID-19.
Although these questionnaires are patient reported outcomes of m control and quality of
life, 1t 15 unknown to what extent the secondary analyses of @)ﬂdﬂ status might be affected
due to the change in format of the assessments. As resu:héhe responder analyses will be
repeated, but exclude patients whose Week 24 ACQ-5/ iQ+12 was performed remotely,
please refer to section 5.8.7 and 5.8.8 for detaﬂﬁ:) Q-Q}

9 8

5.11.5 Scheduled safety assessmen ,b‘b
o

Any scheduled safety data. including clté:c)al ﬁborator_v pregnancy tests, ECG and vital signs
that are missing due to COVID-19 Wé%e for each subject. The listing will detail the
safety procedure missed and 1ts relﬁ' to COVID-19. The listing of missed safety

assessments will be presented 1n the é’.&ty analysis set.

W
5.11.5.1 Adverse events and sefious adverse events due to COVID-19

All subjects with a suspected cg;cmfumﬂd diagnosis of COVID-19 will be listed. The listing
will present any AEs with eiﬁr a suspected or confirmed relationship to COVID-19. The
relationship between an @ and COVID-19 will be determined by the investigator and
appropriately capture%ﬁthe eCRF. The histings will provide an indication of whether the AE
was serious or non-sérious.

t\-
Listings of adwégﬁ events linked to COVID-19 will be based on the safety analysis set.

A summa@f COVID-19 related adverse events will be reported by preferred term and
backgro@:d therapy dosing categonzation (low/medium/high). Please refer to section 5.7.1 for

furtheg details.
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5.11.5.2 Owverall descriptive summary 'QQ
v

A high-level descriptive summary will be provided and grouped by randomized treatment «
group and total number of subjects (across treatment groups). The following frequencies and \)C’
percentages of subjects 1n the full analysis set will be presented: 5\&

Number of subjects affected by COVID-19 B *@Q
Number of patients with dose mterruptions due to COVID-19 E!Q&
Number of premature withdrawals due to COVID-19 é:\.:"
Number of patients with any missed visit due to COVID-19 d\
Number of patients with any ACQ-5 not done due to COVID-19 _ 0(*
Number of patients with Week 24 ACQ-5 not done due to CDV[[}B‘-P
Number of patients with any ACQ-5 performed remotely due tmﬁtﬂ-"ﬂ]—lg
Number of patients with Week 24 ACQ-3 performed remote]g‘éue to COVID-19
. Number of patients with any AQLQ+12 not done due to CQ'%[D—I 0
10. Number of patients with Week 24 AQLQ+12 not done dé to COVID-19
11. Number of patients with any AQLQ+12 performed r@:tﬂl}r due to COVID-19
12. Number of patients with Week 24 AQLQ+1 p&rf@ned remotely due to COVID-19
13. Number of subjects with clinical laboratorsnot @\E\e due to COVID-19
14. Number of subjects with pregnancy te c@e due to COVID-19
15. Number of subjects with ECG not du@duqﬁ COVID-19
16. Number of subjects with vital signi&fg ‘Qe due to COVID-19
17. Number of subjects with COVIR refited AEs
18. Number of subjects with CD@—]@I&E& SAEs
g

e A SR
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6. HANDLING OF DUPLICATE PATIENTS Q‘\Q\
v

In the event of identifying confirmed duplicate patients, the same patient may be included unde {?
more than one patient identifier code (patient ID) in the raw data. The followmng type
duplicate patient data will need to be accordingly handled in analyses of safery and efﬁc%ﬁ)

Type of duplicate Action S

patient o

Randomized once with | Use data from the randomized patient ID for analyses of saw and

one or more patient IDs | efficacy. £

which were screen Q'G

failed. -0

Randomized more than | Exclude all data associated with randomized duplil::ﬁ patients from

once, either within the | the full analysis set. -h‘b

same trial or

concurrently across All patients who have been confirmed as dtré'i\cates will be included in

multiple PTO27 trials. the safety analysis set. .d\

@Q
& &
P &
All confirmed duplicate patients identified j e;,&ﬁhl will be recorded as a protocol deviation
and will be listed accordingly. AV A.,‘b
O

All patient data collected on conﬁnn@@lpates will be present in the raw data and retained

i the SDTM and ADaM datasets. Q"’_{/ >

&
Q@
&
&
S
o
>
O
QQ
Dc?
t\-
>
%'21
S
&
\r
O
R
o&
&
ES
0&
(9]
bD
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7. CHANGES OF ANALYSIS FROM PROTOCOL Q‘\Q\
v
The following table provides a bnief summary of changes of analysis from the protocol E?
Version 1.0 (finalised 17 December 2018). "'\03)
)
7.1 Type-I error control for secondary endpoints %o{\

In order to make claims on the key secondary endpoints for the study, a multiple tes@g
strategy has been implemented on the secondary analyses, controlling the type-I @u’ rate.
Please see section 5.1 4 for more details. D
OQ

7.2 Stratification factors recorded at mndomlsanunb
The stratification factors used to assign patients to a randomized treatr@t group will be
adjusted for in the inferential models of this study. Clanfying text een added to the SAP
to state that in any cases of miss-stratification_ patients will be auﬁl@!:ed according to their
assigned stratum in IVRS/TWRS. As a sensitivity analysis, the 'Bgnm endpoints will be
analysed using the actual strata of patients. .QQ

. . N ‘\&”b
7.3 Total corticosteroid fxpusug QQ

The total systemic corticosteroid exposure will ¥ c%c%lated as the total annualized dose.

Additionally, systemic corticosteroid expo e presented as a total annualized dose of
systemic steroids for asthma. Total mhal@oﬂ(t%stemﬂ exposure and total systemic
corticosteroid exposure will be analys tely due to the differing magnitudes of the

doses taken in the two regimens. P]&@e s?ecﬁ{m 4.3 .2 for further details.

O
The systemic steroid component will{s:\ considered the key secondary endpoint and mhaled
ICS will be an exploratory measur contribution of maintenance [CS to this endpoint will
be estimated using the total dailg@fjse recorded 1 the CM module.

In order to assess the diﬂ‘erﬂé:\e between treatments in systemic steroid exposure, an
inferential analysis will @mﬂlxt&d_ Please refer to section 5.6.4 for further details.

Total inhaled corticqﬁoid exposure will be summansed descriptively as the total daily
number of puffs offandomized treatment. To assess the additive effects of randomized ICS,
the total daily [@hﬁ’f of puffs will be grouped by overall and by low/medium/high dose
background sjntenance therapy ICS categories. Please refer to 4.4.6 for the background ICS
categorisa@:\ denvations and 5.8.9 for further details on descriptive summaries of ICS

v

\'? 4 Exploratory analysis of ACQ-5 Changes from baseline
@.@CQ—i changes from baseline will be assessed as the following 3-level factor:
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* Improvement: (Week 12 —baseline) < -0.5 'QQ
v
s No Change: -0.5 < (Week 12 —baseline) < 0.5 \)C?
&
s Worsening: (Week 12 — baseline) > 0.5 Qé\

)
The endpoint will be analysed using an ordinal logistic regression as per the ACQ-3 @(}mdary
endpoint of chinically meamingful difference. _‘\‘_f,z’
@

. . . . . S
7.5 eDiary variables grouped into 4-weekly time mtergﬂs
The daily eDiary vanables for rehever therapy use, mghttime awakenings i‘{%nptﬂm—ﬁee
days, ‘as needed’-free days, asthma control days and PEF will be groupfb'ﬂ‘mto 4-weekly time
intervals over the 24-week treatment peniod (section 4.4). Additional ﬂ.}eated measures
analyses of these endpoints have been specified as exploratory ana,lﬁes (section 5.8).
£

)
7.6 Deterioration of asthma o

~
Plots of average daily PEF, reliever therapy use. and asth@}mptnm score will be produces
around the +/- 15 days of the onset of the first detw_& t@l of asthma event.
S S
7.7 Additional subgroup anéﬂ’e%ﬁ

Exploratory analyses stratified by age havée’gﬁﬁeciﬁed to additionally represent the elderly
age population (= 65 years). e d.\\
Q' &

A subgroup focusing on USA vs n Sb%atients has been specified as an additional

subgroup to the stratification factors @m randomization (North Amernica, Western Europe
and South Africa: Rest of World). \,f?‘

o
The subgroups analyses of bafg{mmi ICS have been defined based on GINA crteria have
been specified. See section a&ﬁ for details on this derivation.

H\-
Subgroup analyses for 3&&3’5& events have been specified (see section 5.9.2).

R
7.8 CU&‘{D-IQ impacts
3

Additional anal have been specified to quantify the impact of the Coronavirus outbreak
2019 (CDVI@S‘) on the trial data. Please refer to section 5.11 for full details.
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APPENDIX 1 QQ\
o
LIST OF E-DIARY QUESTIONS §
&

Daytime 15 defined as the time period between the morming lung function assessment {upg‘ﬁ}
@0
Night-time 1s defined as the time period between the evening lung function assess#t (at
bedtime) and the morming lung function assessment.

rising in the morning) and the evening lung function assessment.

2

6‘
Tueston Enswers (§:
Ny
Q‘Z-'r
Piease record your asthma symptoms during the Single Select: Q”
night (or during sieep). 0 =No asthma symptons
1-Yauwutanum:ﬂwhranhﬂéﬂhqunmshxvaumm
easdy toleratethe symptoms  Dr
2 =Your asthrma 1 enough discomfort to
N
3Vouwweunshioto defSbacmmolyouramtms
D your asthma cause you to wake up last night Single Select: (ff,.“'
{or during sieep)? O0=No A\ N
15 G Q
How many puffs of rescusyreliever medication h@ 5
(study medication) did you take to rebeve your LN
asthrma symptoms since filing your eDiary last <:> i§3
m“?‘ & @
If anvy pus of rescuereiever medication (study (; Htiikhﬂﬂipuﬂﬂ
medication) where taken before exercoe, please S
indicate the nimber of pufts. .«Q_§
. y o .
H-ulnuumdvmxduﬂlnllnhnupﬂunnnufeb D Sngle Select:
QO; 0 =No asthma symptoms
Q 1 =You were aware of your asthma symptoms but you can
@ easiy tolerate the symptoms
k#' 2 =Your asthma was causing you enough discomfiort to
oy cause problems with normal activities
@ 3 =You were unabile 1o do your normal activities because
~§,_ of your asthma
Mmﬁmwmrnﬂl\wﬁmﬂm Sngle Select:
today as prescribed? {\ O=No
O 1=VYes
How many puffs of Vmﬂm‘m Range:0.. 99 puffis)
(study medication) did to rebeve your
asthma symptoms your eDiary this
=
If anvy pufts of medication (study Range: 0.. 99 puff(s)
medication) before exercpe, please
ndcate the of puffs.
Hﬁlﬂﬂ“ié;ﬂﬂIﬂnlﬂlﬂhﬂﬂhﬂllﬂh..ﬁ Fnghe Select:
nthe O=No
1=Yes
Hﬂg?nub-mhmplihuhxiunl1ﬂu Snpgle Select:
{Ehrpuxyumnﬂumnﬂcrtnthehnwu&‘ O=No
<3¥ 1=Yes
&
&
bﬂ}
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Queston

On average, durng the past week, how often were
you woken by your asthma during the night ?

Single Select:

0 =Never

1 =Hardly ever

2 = Afaw times

3 =Several times

4 =Many times

5 = A great many times

& = Unable to skeep because of asthma

On average, durng the past week, how bad were
your asthma symptoms when you woke up inthe
moming?

In peneral, during the past week, how imited were
YOU In your activities because of your asthma?

Snge Select: <
O=Notimeedatal O

In general, during the past week, how much
shortness of breath did you experence because of
your asthma?

<
|

24 =Quite alot
5 =Agreat deal
6 =Avery great deal

Sngle Select:

0=Not at all

1 =Hardly anvy of the time

2 = Almtie of the tme

3 =Amoderate amount of the time
4 =Alot of the trme

5 =Most of the time

6 = All the time

1 e
.
1 =1 -2 puffs/mhalations most days
2 =3 -4 pufis/nhalations most days
3 =5 -8 pufis/inhalations most days
4 =9 -12 puffs/nhaiations most days
5 =13 - 16 puffs/inhalations most days
& = More than 16 puffs/inhalations most days

Sngle Select:
0 =>95% predicted
1=95-90%
2=89-80%
3=79-70%
4=69-60%
5 =59.50%

6 =<50% predicted
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APPENDIX 2 ‘\Q\
3

GLOBAL INITIATIVE FOR ASTHMA (GINA, 1018) EE‘\
The table below is not a table of equivalence, but of estimated clinical comparability. ‘?3)
Categories of low, medium, and high doses are based on published information and availale
studies, including direct comparisons where applicable. Doses may be country-specific,O
depending on labelling requirements, drug formulation. or inhalation device. Most ofiflie

clinical benefit from ICS is seen at low doses, and clear evidence of dose-respons s
relationships is seldom available within dose ranges evaluated for regulatory pufposes. High

doses are arbitrary, but for most ICSs are those that. with prolonged use, are ciated with

increased risk of systemic side-effects. ) Q"}b
O
The below defines the minimally acceptable documentation for inclu ré‘t? 4 criteria:
o
v
4

1  Signed and dated notes from a referring physician, i11c111diqg{%mme and dose of the
ICS/TCS/LABA mhaler (or names and doses, if used ﬂs{ﬁ!ﬂl’ﬂlﬂ inhalers).

2 Evidence of prescriptions for ICS/LABA med'@'é‘ri @‘[hat demonstrate coverage for the
duration specified in inclusion criteria. 00 Q}Q
S
AV AP
Low, Medium, and High Doses of In @ﬁmsﬂrmids
208

Adults lﬁfﬂq@‘mts (12 years and older)
; _&\Q} Daily dosage (pg)
DRUG h@" LOW MEDIUM HIGH
Beclometasone dipropionate {E‘Fﬁﬁ 200-500 =500-1000 =1000
Beclometasone dipmpionmeg}&} 100-200 =200-400 =400
Budesonide (DP'I}L 2 200-400 =400-500 =B00
Ciclesonide {I—@ B0-160 >160-320 =320
Fluticasone furdy% (DPT) 100 NA 200
Fluticasone ionate (DPT) 100-250 =250-500 =500
Flutir:asmﬁﬁinnate {HFA) 100-250 =250-500 =500
hjﬁ?;mmne furoate 110-220 >220-440 =440
‘Tﬁa';minolune acetonide 400-1000 =1000-2000 =2000
s Children 6-11 years
‘ﬁzlmuetﬁsune dipropionate (CFC)® 100-200 =200-400 =401
\.(“ Beclometasone dipropionate (HFA) S0-100 =100-200 =200
'6\{2" Budesonide (DPI) 100-200 =200-400 =401}
&
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Budesonide {nebules) 250-500 =500-1000 =1000 'QQ
Ciclesonide a0 =80-160 =160 ;QQ}
Fluticasone furoate (DPI) MNA NA NA G'S:J
Fluticasone propionate (DPT) 100-200 =200-400 =400 6\
Fluticasome propionate (HFA) 100-200 =200-500 ‘}SﬂpQQ
Mometasone furoate 110 Z220-<=440 %{:@
Triamcinolone acetonide 400-800 =800-1200 D-IE'SI‘EOD
Abbreviations: CFC=chloroflnorocarbon propellant; DPI=dry powder inhaler; HFA=h].r|:1rDﬂu|:E§a]]cﬂne
propellant; WA=not applicable . DQ
! Beclometasone dipropionate CFC is included for comparizon with other literature. 0%
i\.{b
NS
Low Daily Doses of Inhaled Corticosteroids for Children 5 Yrq:?‘ﬁn{l Younger
o
DRUG Lowdaily dosage (ng)*
(age group MEE&erqu ate safety and effective data)

Beclometasone dipropionate (HFA) A_‘\‘ ;\\CJU 100 (ages =5 years)

Budesonide nebulized ‘_ON.C ﬂ-g“: 500 (ages =1 year)

Fluticasone propionate (HFA) ﬁu-r‘? - 100 (ages =4 years)

Mometasone firoate &({/VA;?" 110 (ages =4 years)

Budesonide pMDI + spacer é—_—’ d\\v Mot sufficiently studied in this age group

Ciclesonide ([9‘ ‘S‘.\.\\ Not sufficiently studied in thizs age group

Triameinolone acetonide <& Oia Mot sufficiently studied in this age group

Abbreviations: HFA=hydrofluoroalkane prog fant; pMDI=pressurized metered-dose inhaler
" Subjects § years and younger meeﬁl%ﬁmh step 3 eligibility shonld be treated with double low-dose ICS
or Low dose ICS + LTRA (Gl Dh%ﬁitiaﬁve for Asthma [GINA] 2018).
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